WORLD INTEtXECTUAL PROPERTY ORGANEZAITON 
International Burean 




PCT 

INTERNATIONAL APPUCATION PUBLISHED UNDER THE PATENT CXX)PERATION 'ntEATY(PCO 



{51) Internatianal Patent ClassiBcatian & : 

C12N 1502, C07K 14/705, C12N 1SAS2, 
C07K 16/28 



A2 



(U) Internatioiial Publicatioii Number: WO 99/63088 

(43) Internatioiifll Publication Hate: 9 Deoerober 1999 (09.12.99) 



(21) International AwUcatkm Number: PCT/US99^122S2 

(22) International ilBng Date: 2 June 1999 (0106.99) 



(30) Priority Data: 




US 


60/087,607 


2junel998(02j06.98) 


60/087,609 


2Junel998(Q2X)6.98) 


US 


60/087,759 


2Junel998(02X)6.98) 


US 


60/087,827 


3 June 1998 (03^.98) 


US 


60/088,021 


4Juncl998(04j06.98) 


US 


6QA)88,025 


4Junet998(04i)6^) 


US 


60/088,028 


4June 1998 (04.06.98) 


US 


60/088,029 


4June 1998 (04.06.98) 


US 


60/088,030 


4Junel998(04X)6^) 


us 


60/088,033 


4Junel998(04j06.98) 


us 


60/088326 


4 June 1998 (04X)6.98) 


us 


60/088.167 


5 June 1998 (05^)6.98) 


us 


60/088,202 


5Junel998(0SX)6.98) 


us 


60/088,212 


5 June 1998 (P5J06M) 


us 


60/088,217 


$ June 1998 (Q5j06i)8) 


us 


60/088,655 


9Junel998(09j06.98) 


us 


60/088,722 


10 June 1998 (I0i)6.98) 


us 


60/088,730 


10 June 1998 (t0X)6.98) 


us 


60m8»734 


10 June 1998(10^)6.98) 


us 


60/088,738 


10 June 1998 (10j06.98) 


us 


60/088,740 


10 June 1998 (10.06.98) 


us 


60/088,741 


10 June 1998 (10.06.98) 


us 



(Continued after the drawings) 



(71) App}kant(fifr all designated Staies except US)i GENENTCCH, 

INC [US/US]; 1 DNA Way, South San Ftancisco, CA 
94080^4990 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): BAKER. Kevin [OB/US]; 
14006 Indian Run Drive, Damestown, MD 20878 (US). 
CHEN, Jian [CN/US]; 22-03 Hunten Glen Drive, Plains- 
boro, NJ 08536-3854 (US). GODDARD, Audrey [CAAJS]; 
1 10 Congo Street, San Francisco, CA 94131 (US). GUR- 
NBY, Austin, L. [USAJS]; 1 Debbie Lane, Belmont, CA 
94002 (US). SMTIH, Victoria [AU/US]; 19 Dwight Road, 
Buriingame, CA 94010 (US). WATAKABE. Colin, K. 
[US/US]; 128 Coriiss Drive, Moraga, CA 94556 (US). 
WOOD. William, L [US/USl 35 SouAdown^touit. Hills- 
borough, CA 94010 (US). YUAN, Jean [CN/US]; 176 West 
37di Avenue, San Mateo, CA 94403 (US). 

(74) Agents: KRESNAK, Maifc, T. et al.; Genentech, Inc., 1 DNA 
Way, Soudi San FiBndsco, CA 94080-4990<US). 



(81) Designated States: AE, AL, AM. AT, AU, AZ, BA, BB, BG. 
BR, BY, CA. CH, 04, CU, CZ, DE, DK. HS, ES, Fl, GB. 
GD, GE. GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG. 
KP. KR. KZ. LC LK, LR. LS. LT, LU. LV, MD, MG, MK, 
MN. MW, MX, NO, NZ. PL. FT, RO, RU, SD, SE, SG, SI. 
SK, SL, TI, TM, TO, TT, UA, UG, US, UZ, VN, YU, ZA, 
ZW. ARIPO patent (GH, GM, KE, LS, MW, SD, SL, SZ, 
UG, ZW), Eurasian patent (AM, AZ, BY, KG. KZ, MD. 
RU, TJ, TM). Eunq)ean patent (AT. BE. CH,<:Y, DE. DK, 
ES, Fl FR. GB. GR. IB, IT. LU, MC. NL. PT, SE). OAPI 
patent (BF, BJ. CF, CG, d, CM, GA, GN. GW, ML, MR. 
NE, SN. TD, TG). 



Poblidied 

Without international search report and to be republished 
upon receipt cf that report, 



(54) Title: MEMBRANB-BOUl^ PROTEINS AND NUCLEIC ACIDS ENCODING THE SAME 
(57) Abstract 

The present invention is directed to polypeptides and to nucleic add molecules encoding diose polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which bind to the polypeptides of the present invention and to methods 
for producing the i>olypepddes of the present invention. 



FOR THE PURPOSES OP INFORMATION ONLY 



Codes used to identify States paity to the PCT on firont pages of pamphlets publishing intenutional applications under the PCT. 



AL 


AnMiiia 


BS 


Spain 


LS 


Letodio 


SI 


Slovenia 


AM 


Annenfal 


FI 


Finland 


LT 


Liltauanfai 


8K 


Slovdda 


AT 


Autrift 


FR 


ftincc 


LU 


Lnxemboufg 


SN 




AU 


Awtnlia 


GA 




LV 


Latvia 


SZ 


Swaziland 


AZ 


Amtarijaa 


GB 


Unifiad Kingdoro 


MC 


Monaco 


TD 


Chad 


BA 


Boniift end Heracgovuia 


GE 


OeoiSla 


MD 


RepobHc of Moldova 


TG 


Togo 


BB 


Bvbwloi 


GH 




MG 


Mad^ascar 


TJ 


Ta^ldsUD 


BE 


Belgiuro 


GN 


GnliMa 


MK 


The fioimer Yngoalav 


TM 


Ttokweniitan 


BF 


BmUnft Fuo 


GR 


Otbocc 




Republic of Macedonia 


TR 




BG 




HU 


Hnngaiy 


ML 


Mali 


TT 


IVinidadandTobi^ 


BJ 


BcbId 


IE 




MN 


Mongolia 


UA 


Ukraine 


BR 


Bnzfl 


IL 


Itfad 


MR 


Mauriouiia 


UG 


Uganda 


BV 


Belanis 


IS 




MW 


Malawi 


US 


United Staiet of America 


CA 


Casiadft 


rr 


Halt 


MX 


Mesioo 


UZ 


ftatiMll-fii 

uxocuuan 


CF 


CcBtttl Africin RcfNiblic 


jp 


Japan 


NB 


Niger 


VN 


Viet Nam 


CG 


Coqgo 
Switzertuid 


ICR 


Kenya 


NL 


Netberiands 


YU 


Yugodavia 


CH 


KG 


Kyigyiatau 


NO 


Norwiy 


ZW 


Znnbibwe 


a 


COtc d*lvoire 


KP 


Democntic ftople't 


NZ 


New Zealand 






CM 


CmerooD 




R^nMic d Kocca 


PL 


Poland 






CN 


China 


KR 


Repofalic of Korea 


FT 


PcMtogal 






CO 


Cote 


KZ 


Kazakitan 


RO 


Romania 






CZ 


Czech Repobtlc 


LC 


SatauLoda 


m 


Rutsiau Fcdeiation 






DE 


Gcnniny 


U 




SD 


Sodan 






DK 


Dcnmsric 


UC 


SriUnka 


SE 


Sweden 






BE 


Estonia 


LR 


Liberia 


SG 


Singipon 







wo 99/63088 



PCT/US99/12252 



NOVEL POLYPEPTIDES AND NUCLEIC ACIDS ENCODING THE SAME 

FIELD OF THE INVENTION 
The present invendoa relates generally to the identification and isolation of novel DNA and to the 
lecombinant production of novel poljrpqitides. 

5 

R AnCGROUND OF THE INVENTION 
Extracellular proteins play important roles in, among other things, the fbnnatioiL, differentiation and 
nifln ffy > fianftft of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 
differentiation, or interaction with other cells, is typically governed by information received ficom other cells 

10 and/or tiie immediate environment. This inforinaticm is often transnutted by secreted polypeptides (for inst^^ 
mitagenicfoctors,survivai£actors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) wfaidi 
are, m turn, received and interpreted by <tiverse cell receptors or membrane-bound proteins. These secr^ 
polypeptides or signaling molecules normaUy pass through the ceUular secretoiy paA 
action in tiie extracellular environment. 

1$ Secreted proteins have various industrial applications, includii^ as pharmaceuticals, diagnostics, 

biosensors and bioreactors. Most protein drugs available at present, such as tiirombolytic agoits, interferons, 
interleuldns, erythropoietins, coloiy stimulating factors, and various otiier cytokines, arc secretory proteins. 
Their receptors, whidi are membrane proteins, also have potential as therapeutic or diagnostic awaits. Efforts 

are being undertaken by both indusdy-and academia tojdentify_iww..native.se^^ 

20 focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
secreted proteins. Examples of screening methods and techniques are described in the literature {see, for 
example, Klein ei al., Proc. Natl. Acad. Sci. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. 

Membrane-bound proteins and receptors can play inq)ortant roles in, amox^ other tiiir^, the formation, 
differentiation and maintenance of multicellular organisms. The fate of many individual cells,«.g., proliferation, 

25 migration, differcntiatitm, or intcraaion with otiicr cells, is Really governed by information received from 
other cells and/or the immediate environment. This information is often transmitted fay secreted polypeptides 
(for instance, miiogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) whic^ are, in turn, received and interpreted by diverse ceU receptors or membrane^xniml proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 

30 kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and imegrins. For instance,, transduction of signals (hat regulate cell growth and differentiation is 
regulated in part fay phosphorylation ofvarious cellular proteins. Protein tyrosine kinases, oizymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
nerve growth factor receptor. 
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Membrane-bound proteins and receptor molecules have various industrial qjplications, including as 
pharmaceutical and diagnostic agents. Receptor inmiunoadhesins. for instance, can be employed as 
agents to block receptor-ligand interactions. The menibrane-bound proteins can also be cniployed for screening 
of potential peptide or small molecule inhibiton of the relevant receptor/ligand mteraction. 

Efforts are bring mt*'^^^^ by both industry and aca d emia to identify new, native receptor or 
5 mcmbrane^XMmdproteins. Many efforts are focused on the screening of m a mm al i an recombinant PN A libraries 
to identify tijc coding sequences for novel reccptx^ or membrane-bound proteins. 

1* msm 

A novel gene designated testis enhanced gene transcript (TEGT) has recendy ^ 
10 AVflhereral.. Genomics 20:301-304 (1995)). Recent resdts have shown that TEGT protein is dcvriopmenta^ 
regulated in die mammalian testis and possesses a nuclear targeting motif that 

the micleus (Walter et al.. Mairnn. Genome 5:216-221 (1994)). As such, it is believed diat die TEGT piotein 
plays an inqwrtant role in testis development. There is, dierefore, substantial interest in identifying and 
characterizing novel polypqddes having homdogy to the TEGT protem^ We herein describe the identification 
15 and characterization of novel pofypcptides having homology to TEGT protein, designated herem as PR0281 
polypqitides. 

Efforts are being undertaken by both mdustry and academia to identify new, native membrane-bound 
20 proteins. Many of diese cm)rts are focused on die screening of mamnialian recombinant DNA libr^ 
identify die coding sequences for novel membrane-bound proteins. We herein describe die identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0276 polypeptides. 

3. PR0189 

25 Efforts are bemg undertaken by bodi industry and academia to identify new, native secreted proteins. 

Many of tiiese efforts are focused on die screcnii^ of mammalian recombinant DNA libraries to identify die 
coding sequences for novel secreted proteins. We herein describe die identification and characterization of novel 
secreted polypeptides, designated herein as PR0189 polypeptides. 

30 4. PRO190 

Of particular interest are proteins having seven transmembrane domains (7TM), or more generaUy, all 
multiple transmembrane spanning proteins. Among multiple transmembrane spanning proteins are ion channels 
and transporters. Examples of transporters are die UDP-galactose transporter described in Ishida, et al., L 
Biochcm. . 120(6): 1074-1078 (1996), and die CMP-sialic acid transporter described in Eckbardt. et al., HiAS. 
35 93(15):7572-7576 (1996). We herem describe die identification and characterization of novel transmembrane 
polypeptides, designated herein as PRO190 polypeptides. 
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5. PR0341 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Mai^r of these efforts are focused on the screening of m a mm al i a n recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herem describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0341 polypq«ides. 

5 

6. PR018a 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombmant DNA libraries to 
identify die coding sequences for novel membrane-bound proteins. We herein describe the identification and 
10 characterization of novel transmembrane pdyp^iides, designated herein as PRO180 polypeptides. 

7. PR0194 

Efforts are being undrrt"'^"^ by both industry and academia to idemify new, native membrane-bound 
proteins. Maiiy of diese efforts are focused on the screening of manunalian recombinant DNA libraries to 
15 identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0194 polypeptides. 

8. PRO203 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 

20 the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other processes 
necessary to sustain life. ATPases are a femUy of enzymes that play a variety of inqwrtam roles, inchiding 
energizing transpor t of ioiK and molecules, acro ss cellular membranes. Transport mechanisms that employ 
ATPases often involve excluding xeno- and endobiotic toxins from the cellular environment, thereby protecting 
cells from toxicity of these con^xnmds, Lu et al. report a detoxification mechanism where glutathione S- 

25 transferase (GST) catalyzes glutadiionation of plant toxins, and a specific Mg^* -ATPase is involved m the 
transportofthe glutathione S-conjugates from the cytosol. Proc. Natl. Acad. Sci. USA 94(15):8243-8248 (1997). 
This smdy and others indicate the importance of the identification of ATPases, sudi as<iST ATPases, and of 
novel proteins having sequence identity with ATPases. 

More generaUy, and also of interest are novel membrane-bound proteins, including those vMch may 

30 be mvolved in the transport of ions and molecules across membranes. Membrane-bound protems aiKl receptors 
can play an inqjortant role in the formation, differentiation and maintenance of multicellular organisms. The fate 
oftDBXxy individual ceils, e.g., proliferation, migration, differentiation, or interaction with other cells, is typically 
governed information received from other cells and/or the iinniediate environ This mformation is often 
transmitted by secreted polypeptides (for mstance. mitogenic factors, survival fectors, cytotoxic factors. 

35 di^rentiation feaors, neuropeptides, and hormones) which are, in mm, received and mterpreted by diverse cell 
receptors or membrane-bound proteins. Such membrane-bound proteins and cell receptors inchide, but are not 
limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell 
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imcracuons, and cellular adhesin molecules like selectins and integrins. For instance, transduction of signals 
that regulate cell growth and differentiation is regulated in part by phosjtoylation of various cellular protehis. 
Protein tyrosine kinases, enzymes that catalyze that pn)ccss, can ^ Examples 
include fibroblast growtti factor receptor and nerve growth factor receptor. 

In light of the intportant i^ysiological roles played by ATPases and membrane-bound protems efforts 
5 are being undertaken by both industry and academia to identify new. native membrane*bound proteins, and 
proteins havmg sequence identity to ATPases. We herein descnl)c the identification and characterization of iiovel 
polypeptides having sequence identity to GST ATPasc, designated herein as PRQ203 polypeptides. 

9. £BQ^ 

10 Of particuhur interest are iiovel proteins Mid MKleic acids which have sequ^ 

proteins and nucleic acids. Proteinsof interest which are well known in the art mcludeNTII-1, a nerve protein 
which facilitates regeneration, FAN, and beige. Beige, or bg, is a murine analog related to Chediak-Higashi 
Syndrome (CHS), a rare autosomal recessive disease in which neuttophUs, monocytes and lymphocytes contain 
giant cytoplasmic granules. See Perou et al., J. Biol. Chem. 272(47):29790 (1997) and Barbosa et al.. mm 

15 382:262(1996). 

We herein describe the identificationand characterization of novel polypeptides having sequence identity 
to NTIH, FAN and beige, designated herein as PRO290 polypeptides. 

10. PBQSZ4 

20 Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 

proteins. Many of these efforts are focused on the screening of manunalian recombinaiu DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0194 polypeptides, 

25 11. PRO710 

In Saccharomyces cerevisiae, the chromatin suiicture of DNA replication origins changes as cells 
become competent for DNA replication, suggesting that Gl phase-specific association of replication factors with 
origin DNA regulates entry into S phase (Aparicio et al., £eU 91 :59-69 (1997)). In fact, it has been shown that 
the initiation of DNA replication in Saccharomyces cerevisiae requires the protein product of the CDC45 gene 

30 which encodes a protein diat stays at relatively constant levels throughout the cell cycle (Owens et al., £csc. 
fi^t i Ara^, fSrilTSA 94: 12521-12526 (1997)). The CDC45 protein is part of a prereplication complex that may 
move with DNA replication forks in yeast. Given the obvious importance of tbe CDC45 protein in DNA 
replication, there is significant interest in identifying and characterizing novel polypeptides having homology to 
CDC45. We herein describe the identification and characterization of novel polypeptides having homology to 

35 the CDC45 protein, designated herein as PRO710 polypeptides. 
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12. mnisL 

The complcniem proteins comprise a large group of s 
cascade, producing effector molecules involved in inflammation. The conq)lemem proteins are of particular 
inqxirtance in regulating nunrement and function of cells involved in inflammation. One of the complement 
proteins, Clq, has been shown to be involved in the recognition of microbial surfaces and antibody-antigen 
5 conq)lcxcs in the classical pathw^ of con^lemcm (Shq>iro ei al.. Qn[L_BidL8(6):335-338 <1998)). 

Given flic physiolQgcal importance of inflammation and related mechanisms tn vtvaandmthesped& 
plQrsiolo^ activities of conq)lemcnt Clq protein, efforts are cwrr^ 

proteins which share sequence similarity to the coniplementprotems. We herein describe the identification and 
characterization of novel polypeptides having honrology to complement Clq protem, designated herein as 
10 PR01151 polypeptides. 

13. PR01282 

All protems containing leucine-ricfa repeats are thought to be involved in protein-protein mieractions. 
Leucine-rich repeats are short sequence motife present in a number of proteins with diverse functians and celhilar 

15 locations. The crystal structure of ribonudease inhibitor protein has revealed that leudne-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 
one surfecec3q)osed to solvent, so thm the protein acquires an umisual,nonglub^ These two fcaniies 

have been indicated as responsible for the protem-bmdmg functions of proteins containiiig leucine-rich repeats. 
See, Kobe and Deiscnhofer, Tr^mfa Biochem. Sci.. 19(10):415-421 (Oct. 1994); Kobe and Deisenhofer. 

20 Opin- Struct. Biol., 5ffl:40»416 (1995). 

A study has been reported on leucuie-rich proteoglycans which serve as tissue organizers, orienting and 
ordering collagen fibrils during ontogeny and are mvolved in pathological processes such as wound healing, 
tissue repair, and mmor stroma formation. lozzo, R. V.. Grit. Rev. Biochem. Mol. BioL. 32(2): 141-174 
(1997). Others suidies implicating leucine rich proteins in wound healing and tissue repair are De La SaUe. C. . 

25 Atfli v«»iv. Rev. Ft. Hematol. {Germany), 37(4):215-222(1995), rq>oning mutations in the leucine rich motif 
in a complex associated with the bleeding disorder Bernard-Soulier syndrome, Chlemetson, K. J., Thromb. 
Haemost . (Germany), 74(1): 111-116 (July 1995). reporting that platelets have leucine rich repeats and Ruoslahti. 
E. L, et al., WO9110727-A by La Jolla Cancer Research Foundation reporting that decorin biruting to 
transforming growth factorp has mvolvement in a treatmem for cancer, wound healing and scarring. Related by 

30 function to this group of proteins is the insulin like growth factor (IGF) . m that it is useful in wound-hcalii^ and 
associated ther^es concerned with re-growdi of tissue, such as connective tissue, skin and bone; in promoting 
body growth in humans and animals; and m stimulating other growth-rdaiedproce^ The acid labile subunii 
of IGF (ALS) is also of interest in that it mcreases the half-life of IGF and is part of the IGF complex in vivo. 
Anodier protein which has been reported to have leuc ine -ridi repeats is the SUT protem which has been 

35 reported to be usefiil in treatmg neuKMiegenerative diseases such as Alzheimer's disease, nerve damage such 
as m Parkinson's disease, and for diagnosis of cancer, see, Artava ni stsa kon as, S. and Rotfaberg. J. M-. 
WO9210518-A1 by Yale University. Of particular interest is LIG-1, a membrane glycoprotem that is cxi»essed 
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specifically in glial cells in the mouse brain, and has leucine rich repeats and inmiunoglo4ndm.like domams. 
Suzuki, ct al.. J.BioL Chem . (U.S.). 271(37):22522 (1996). Other studies reporting on the biological functions 
ofprotcins having leucine rich repeats include: Tayar.N..elal., M9h CeU pgcjomwl. (Ireland), 125(l-2);65- 
70 (Dec. 1996) (gonadotrppm receptor involvement); Miura, Y.. et al., NTOPnlRimtlO(J^»n)> 54(7): 1784-1789 
(My 1996) (apoptosis involvement); Harris. P. C. cial., J Am. Soc. Nephrol.. 6(4): 1125-1133 (Oct. 1995) 

5 (kidney disease involvement). 

Leucine rich repeat proteins are further discussed in Kajava, J. Mol. Biol.> 277(3):5 19-527 (1998). 
Nagasawa. et al.. Genomics. 44(3):273-279 (1997), Bcngtsson. J. Biol, qbeffi., 270(43):25639-25644 (1995). 
Gaillard, « al., QeU. 65(7): 1127-1 141 (1991) and Qhtaira and Yanarida. CcU. 64(1):149-157 (1991). all 
incorporated herein by reference. 

10 Thus, due to all the reasons listed above, new members of the leucine rich repeat superfamily are of 

interest. On a more general level. aU novel proteins are of interest. We herein describe the identification and 
characterization of novel leucine-rich repeat-contaming polypeptides, designated hcrcm as PR01282 
polypeptides. 

15 14. PR03S8 

The cloning of the Toll gene of Drosophila, a maternal effect gene that plays a central role m the 
establishment of the embryonic dorsal-ventral pattern, has been reported by Hashimoto ct al. , CeU 52:269-279 
(1988). The Drasophila Toll gene encodes an integral membrane protein with an extracytoplasmic domain of 
803 amino acids and a cytoplasmic domain of 269 amino acids. The extracytoplasmic domain has a potendal 

20 membrane-spanning segment, and contains multiple cc^ies of a leucine-rich segment, a structural motif found 
in many transmembrane proteins. The Toll protein controls dorsal-ventral patterning in Drosophila embryos 
and activates the transcription factor Dorsal upon binding to its ligand Spatzle. (Morisato and Anderson, CsU 
76:677-688 (1994)). In adult Drosophila, the Toll/Dorsal signaling pathway participates in the anti-fungal 
immune response. (Lenaitre ct al., Cdl 86:973-983 (1996)). 

25 A human homoiogue of the Drosophila ToU protein has been described by Mcdzhitov et al., NatB££ 

388:394-397 (1997). This human Toll, just as Drosophila Toll, is a type I transmembrane protein, with an 
extracellular domam consisting of 21 tandemly repeated leucine-rich motifs (leucine-rich region - LRR), 
separated by a non-LRR region, and a cytoplasmic domain homologous to the cytoplasmic domain of die human 
interleukin-1 (IL-1) receptor. A constimtively active mutant of the human ToU transfected into human cell lines 

30 was shown to be able to induce die activation of NF-kB and the expression of NF-icB-conttoUed genes for die 
inflammatory cyiokmes IL-1, IL-6 and 11^8, as well as die expression of the constimulatory molecule B7.1, 
which is required for the activation of native T cells. It has been suggested diat Toll functions in vertebrates as 
a non-clonal receptor of the unmune system, which can induce signals for activating bodi an mnate and an 
adaptive hnmunc response in vertebrates. The human Toll gene reported by Medzhitovetal., 5^pniwasmost 

35 strongly expressed in spleen and peripheral blood leukocytes (PBL), and die audiors suggested diat its expression 
in odier tissues may be due to die presence of macrophages and dendritic cells, in which it could act as an early- 
warning system for infection. The public GenBank database contains die following ToU sequences: ToUl 
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(DNAX# HSU88S40-1 , which is identical with the random sequenced full-l«igthcDNA#HUMRSC786-l);ToU2 
(DNAX# HSU88878-1); Toll3 (DNAX* HSU8887^1); and Toll4 (DNAX# HSU88880-1. whidi is identical 
with the DNA sequence reported by MedzhitQvetal.» stq>ra). A partial ToU sequence aoll5) is available from 
GenBank imder DNAX# HSU8888M. 

FtHther human homologues of tfie Drosophila Toll protein, designated as Toll-like receptors (fanUKsl- 
5 5) were teceotty cloned and shown to mirror the topographic stnicmre of the DrosofMa counterpart (Rocket 
al., Proc. Natl, Acad. Sci. USA 95:588-593 [19981). Ovcrejipression of a constitutively active mutant of one 
human TLR (ToUiKOlein homologue - Mcdzhitov et al.. stqfm; TLR4 - Rock ct al.. si^ra) leads to the 
activation of NF-kB and indurtiffn f^f Thf fnflammntniy cytokines and constimnlatory molecules. Med^iitovet 
al;, 5i(pra. 

10 We herem describe the identification and characterization of novel polypeptides having homdc^ to 

Toll, ^gnat^ herein as PR0358 polypqitides. 

15. Esoms 

Of interest are proteins related to carfooxypeptidases. Various carboxypeptidases are described in the 
15 literamre. i.e.» Krause ct al., Immunol. Rev, 161:119-127 (1998) and Leiter, J. Endocrinol, 155(2):211^14 
(1997). We herein describe the identification and characterization of novel polypeptides having homol(^ to 
a carboxypeptidase. designated herein as PR01310 polypeptides. 

16. mom 

20 The extracellular mucous matrix of olfactory neuroepithelium is a highly organized structure in intimate 

omtact with chemosensory cilia that house die olfactory transduction machinery. The major protein component 
of this extracellular matrix is olfactomedin, a glycoprotein that is expressed in olfactory neuroepithelium and 
which form mtermoiecular disulfide bonds so as to produce a polymer (Yokoeetal., Proc. Nati. Acad. Sci. USA 
90:46554659(1993). Baletal., jBiQ^hgnMSE^ 32: 1(y47-l(e3 (1993) and Snyder el al.. Bio^emsttj^ 30:9143- 

25 9153 (1991))* It has been suggested that olfactoniedin may infiuence the maintenance, growtii or diKerentiation 
of chemosensory cilia on the anneal dendrites of olfactory neurons. Oiven this important role, there is significant 
interest m identifying and characterizing novel polypeptides havmg homology to olfactomedin. We herein 
describe the identification and characterization of novel polypeptides having homology to olfactomedm protein, 
designated herein as PR0698 polypeptides. 

30 

17. PR0732 

Efforts are bemg undertaken by bodi iiidustry and academia to identify new, native membrane-boimd 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify die codmg sequences for novel membrane-bound proteins. We herein describe tiie identification and 
35 characterization of novel transmembrane polypeptides having sequence identic to the Diff33 protein, designated 
herein as PR0732 polypeptides. 
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18. PR0112Q 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromoleculcs, the controlled release and utilization of chemical energy, andothcrprocesses 
necessary to sustain Ufe. Sulfatasesareafemily of secreted enzymatic proteins that play a varieqr of m 
metabolic roles and thus are the subject of interest in rcseanA and indust^ Sleatetal., BjpglwmJr* 

5 324{Pt. l):33-39 (1997))- Deficiencies of certain sulfatases have been implicated in various human disorders 
inchiding Sanfilippo D syndrome (see, Utjcns et al.. BiS^Sffiii. 327(Pi l):899^ (1997); Uipprandt et al, JL 
Inherit Metab. Dis. 18(5):647-648 (1995); and Freeman ci al. SiQ^SHLL282(pt2):605^14 (1992)). We hercm 
describe the identification and dwracterizadtm of novel polypeptides having sequence identity to sulfetasc 
protein, designated herein as PRO1120 polypeptides. 

10 

19. FR0537 

Efforts are being undertaken by bodi industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences fornovel secreted proteins. We herein describe the identificadra and characterization of novel 
15 secreted polypeptides, designated herein as PR0537 polypeptides. 



20. r»og6 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts arc focused on the screening of mammalian rccombmani DNA lilnmes to identify the 
20 coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PR0536 polypeptides. 

21. PROS35 

Isomerase proteins play many important physiological roles in the mammal. Many different types of 
25 isomerase proteins have been identified and characterized including, for example, protein disulfide isomerases 
and peptidyl-prolyl isomerases. It has been reported that many immunophilin proteins, i.e. , proteins that serves 
as receptors for immunos^)pressant drugs, exhibit peptidyl-prolyl isomerase activity in that they function to 
catalyze the mterconversion of die cis and trans isomerase of peptide and protein substrates for immunophilm 
proteins. As such, there is significant interest in identifying and chmctcrizing novel polypeptides having 
30 sequence similarity to peptitfyl-prolyl isomerase proteins. We herein describe the identification and 
characterization of novel polypeptides having homology to a putative peptidyl-prolyl isomerase protein, 
designated herein as PR0535 polypeptides. 

22. PR0718 

35 Efforts are being imdertaken by both industry and academia to idemify new, native transmembrane 

proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify tiie coding sequences for novel transmembrane proteins. We herem describe the identification and 
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chaiactcrization of novel transmembrane polypeptides, designated herein as PR0718 polypeptides. 

23. FR0872 

Enzymatic protdns play inq>ortant roles in the chemical reactions invdved in the digestion of foods, 
the biosynthesis of macromolecules, thecpntroUedrclcaseandutilizationof chemical energy, and othcrprocesses 
5 necessary to sustain life. Dehydrogenases and desatorases are a family of enzymes that i^ay a varied of 
in^Kiriam metabolic roles and dius are the subject of mierest in research and industry (see Hable « al., MsL 
Gen. Genet. 257(2): 167-176 (1998); Schneider, C. et al., froh ficpr. Pyrif. 10(2): 175-179 (1997)). Wchercin 
describe the identification and characterization of novd polypeptides having se 
proteins, designated herem as PR0872 polypeptides. 

10 

24. mnm 

CoUagens constitute the most abundant proteins of the extracellular matrix (BCM) in ma mm alian 
organisms, Collagcnandotherinacromoleculcsof the ECM are deposited by residemcdlsan^ 
adiree-dimensionalmesbworic. This ECM environmem plays an essemial role in guidmg cell migration ami m 

15 cell-to<ell communication duriotg motphpgenic processes. The restructuring of the ECM during remodeling 
occurs as a cooperative multistcp process involvir^ a localized degradation of existing macromolecules, 
rearrangement of the cytoskeleton, cell translocttion, and deposition of new ECM components. Involved in diis 
resirucmring are enzymes such as collagenases and gelatinases which play important roles in the degradation of 
d» ECM. In light of the obviously important roles played by the collagenase enzymes, there is substantial 

20 interest m identifying and characterizing novel polypeptides having homology to these protems. We herein 
describe the identificaticm and characterization of novel polypeptides having homology to human type IV 
collagenase protein, designated herein as PRO1063 polypeptides. 



25. PR0619 

25 Immunoglobulins are antibody molecules, the proteins that function both as receptors for antigen on the 

B-cell membrane and as die secreted products of the plasma cell. Uke all antibody molecules, immunoglobulins 
perform two major functions: they bind specificaUy to an antigen and they particulate in a limited number of 
biological effector functions. Therefore, new members of the Ig superfamily are always of interest. 

Of particular interest are novel gene products associated with mu chains in irrunature B cells. 

30 Shirasawa. et al., EMBOJ .. 12(5): 1827-1834 (1993): Dul, et al.. Eur. J. ImpynpL, 26(4):906-913 (1996). 
Moreover, the molecular components and assembly of mu surrogate light diam complexes in pre-B cell Imes 
are of interest. Ohni^hi and Talcemnri. J. Biol. Chem. , 269(45):28347-28353 (1994): Bauer, etal., Curr,TQp, 
Microbiol .. 137:130-135 (1988). Novel nucleic acids and peptides related to VpreBl, VpreB2 and VprcB3 by 
sequence identity are of particular interest. The assembly and manipulaticm of immunoglobulins can effea the 

35 entire industry related to antibodies and vaccines. 

We herein describe die identification and characterization of novel polypeptides havmg homology to 
VpreB proteins, designated herein as PR0619 polypeptides. 
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26. mm. 

Fibroblast grow* fector (FGF) proteins exhibit a variety of activities and aa by binding to cell surface 
fibroblast growth factor receptors. Many diffcrem fibroblast growth factor receptors have been identified an^ 
characterized, including the fibroblast growth factor reccptor-4, which has been shown to be a high affinity 
receptor for both acidic and basic FGF (Ron et al., J. Biol. Chem. 268:5388-5394 (1993) and Stark et al., 
5 Development 1 13:641-651 (1991)). Given the obvious inqjortance of (he FGF fannly of proteins and the cell 
surface receptors to which they bind, there is significant interest in identifying novel polypeptides having 
homology to die FGF receptor ^unily. We herein describe the identification and characterization of novd 
polypeptides having homology to the fibroblast growth fiictor rcccptor-4 protem, designated herem as PR0943 
polypeptides. 

10 

27. PR01188 

The identification of nucleotide pyrophosphohydrolascs has been of interest because of the potential 
roles these secreted molecules play in calcium pyrophosf^te dihydrate (CPPD) depositidn disease, arthritis, and 
otiicr jomt diseases (see Masuda et al. J. Rheumatol. (997) 24(8): 1588.1594; and Terkeliaub et al., Afftriti? 
15 Rheum (1998) 37(6):934-941). We herein describe die identification and characterization of novel polypeptides 
having homology to nucleotide pyropho^hohydrolases, designated herein as PR01188 polypeptides. 

28. PR01133 

Netrins are molecules that guide growing axons and that are strikingly similar in sequence and in 
20 function m flies, nematodes and vertebrates. Additionally, ncirin receptors have been identified in all three 
animal groups and shown to have crucial, conserved roles in axon navigation. Netrins and dieir receptors are 
further described in the literature, i.e., Varela-Echavarria and Guthrie, Genes Dev .. ll(5):545-557 (1997); 
Gutiirie,QsL^-.7(l):R6-R9 (1997); andKeynes and Cook, NesufiO. 17(6): 1031-1034 (1996). Duetothcir 
relation to neurons, netrins and tiieir related proteins are of interest. Of particular interest are molecules having 
25 sequence identity or similarity witii netrin. We herein describe the identificaticm and characterization of novel 
polypeptides having homology to netrins, designated herein as PROl 133 polypeptides. 

29. FRQ784 

Of interest are membrane-bound and recefrtor proteins involved in intracellular signalmg, metabolism, 
30 transport, and other pathways. For exanq)le, membrane-bound proteins of the endoplasmic reticulum and golgi 
apparatus play unportant roles in the transport of proteins. The sec22 protein is an endoplasmic reticulum 
membrane-bound protein involved in fundamental membrane trafficking reactions where secretory products are 
routed fiom tiieu- site of synthesis to dicir final destination. The roles of sec22 in transport pathways have been 
reported by numerous investigators (see Tang et al., Biochem Bio phvs Res Commun 243(31:885-891 (1998); 
35 Hay et al., J. Biol. Cbem. 271(10):5671-5679 (1996); and Newman et al., Mol. Cell. Biol. 1(K7):3405:3414 
(1990)). We herein describe the identification and characterization of novel polypeptides having homology to 
sec22, designated herein as PR0784 polypeptides. 
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30. PR0783 

Efforts are being undertaken by bofli imtastry and academia to identify new. native membrane-bound 
proteins. Maiiy of these efforts are focused on the screening of mammaUan recombinant DNA Uhraries to 
identify the coding sequences for novdmembnmc-boundim^ We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0783 polypeptides. 

5 

31. FRO820 

Immunoglobulin molecules play roles in many imponant mammalian physiological processes. The 
strucmie of immmjoglobulin molecules has been extensively studied and it has been weU documemed that mtact 
famnunoglobuUns possess distinct domains, one of which is the constant domain or F, region of the 

10 immunoglobulin molecule. The F. domain of an iinmnnoglobulin. whUe not being directly involved in antigen 
recogmdon and landing, does mediate the ability of the immunoglobulin molecule, either uncomplexed or 
complexed with its respective antigen, to bind to F. receptors eidier circulating in die serum or on die surface 
of cells. The abUity of an F. domain of an immunogloJwlin to bind to an F, rccqwor molecule results in a variety 
of important activities, includtog for example, to mounting an immune response against unwanted foreign 

15 particles. Thus. mdeculestelatedtoF.receptorsareofmterest. F. receptors are fimher described mTommaga 
et al.. PirtlTTI 168(2):683^ (1990): Zhang et al.. bmm^. 39(6):«3^27 

(1994). We herein describe the identification and characterization of novel polypeptides having homology «> 
Fc receptor, designated hereto as PRO820 polypqnides. 

20 32. PRO1080 

The foldmg of proteins and the assembly of protem conq)lexes withm subconqwrtmentsof the eukaryotic 
ce U is cataly sed by different members of die Hsp70 piotem family. The chapcrone function of Hsp70 proteins 
in these events is regulated by members of the DnaJ-like protem ftmi^which occurs throughdSmiSSiaiSi" 
of different Hsp70 and Dnal-like protem pairs that appear to be specifically adapted to each other. The diversity 

25 of functions of DnaJ-Uke piotetosustog specific examples of DnaJ-Hsp70 tateractions with polypeptides to yeast 
piotein*iogenesis pathways is liirdier described to Cyr et al.. Trends Bioche^^■ Sci.. 19(4):176-181 (1994). 
DnaJ proteins and their tovolvement to the btoding of secretory precursor polypeptides to a translocon 
subcomplex and polypeptide translocation machmery to the yeast endoplasmic reticulum are further described 
m Lyman and Schekman. CeU 88(l):85-96 (1997) and Lyman and Schekman. Experiemia 52(12): 1042-1049 

30 (1996). respectively. Thus. Dnal protems are of toterest. as are proteins related to DnaJ proteins, particulariy 
those having sequence identity whh DnaJ piotetos. We hereto describe die identification and characterization 
of novel polypeptides having homology to DnaJ proteins, designated hereto as PRO1080 polypeptides. 

33. PRO1079 

35 Efforts are being undertaken by both mdustry and academia to identify new, native secreted proteins. 

Many of diese efforts are focused on the screentog of mammalian recombinam DNA libraries to identify die 
coding sequences for novel secreted proteins. We hereto describe the idemificanon and characterization of novel 
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secreted polypeptides, designated herein as PRO1079 polypeptides, 

34. PR0793 

Efforts are being undertalcen by both industry and academia to identify new, native membrane-bound 
proteins. Maiiy of these efforts are focused on the screening of m a m malian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herem describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0793 polypeptides. 

35. PRO1016 

Enzymatic protems play in^xntant rotes m the chemical reactions invdved in the digestion of foods, 
the biosynthesis of macromolecules, thecontioUedfdeaseandutilizationof cheinical energy, and otiicr processes 
necessary to sustain life. Acyitransferases are enzymes which acylate moieties. Acyl-glycerd-phosphatc 
acyltransferases can act on lysophosphatidic acid as a substrate. The lysofdiosphatidic acid is converted to 
phophflyirfig acid and thus plays a role in fonning phosphatidylethanolamine found in membranes. See, Brown, 
et al., Plaint ] ^n1 Biol. . 26(1):21 1-223 (1994). Thus, acyltransferases play an important role in the biosynthesis 
of molecules requiring acylation. We herein describe the identification and characterization of novel 
polypeptides having homology to acylffansfcrase proteins, designated herein as PR01016 polypeptides. 

36. PRO1013 

Efforts are being undertaken by both industry and academia to identify new, native proteins. Many of 
these efforts arc focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel proteins. We herein describe the identification and characterization of novel polypeptides, 
designated herein as PRO1013 polypeptides. 

37. PR0937 

The glypican family of heparan sulfate proteoglycans are major cell-surface proteoglycans of the 
developing nervous system. It is believed thai members of the glypican family play a role in regulating cell cycle 
progression during die transition of proliferating neuronal progenitor cells to differentiated neurons. Lander et 
al. PersDcctDev. Neurobiol 3W :347-358(1996), Itislikely that proteoglycans ofthe glypican family play other 
unportant roles in neural development (Lander et al. , supra), and as well as other tissues, as glypican family 
members have also been found in the developing kidney (Watanabe et al. f,(P?nP?p)r 130(5): 1207-1218 (1995)), 
Accordingly, the identification of new members of the glypican family of proteins is of interest in research and 
in industry. 

Described herein is the identificationand characterization of novel polypeptides having sequence identity 
with glypican family proteins, designated herein as PR0937 polypeptides. 
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38. yR0842 

Efforts are being undertaken by both industiy and academia to identiiy new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DN A libraries to idenUfy the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated heiein as PR0842 polypeptides. 

5 

39. PR0839 

Efforts are being undertaken by both industiy and academia to identify new, native secreted protems. 
Many of these efforts are focused on the screening of mammalian recombinant DN A libraries to identify the 
coding sequences for novel secreted protems. We herein describe the identification and characterization of novel 
10 secreted polypeptides, designated herein as PR0839 polypeptides. 

40. fRoim 

Methyltransferase enzymes catalyze the transfer of methyl groups from a donor molecule to an acoefMor 
molecule Methyltransferase enzymes play extremely important roles in a number of different biological 

IS processes including, for example, in the electron transport chain in the plasma membrane in prokaryotes and in 
the inner mitochondrial membrane in eukaiyotic cells (see, e.g. , Barkovich et al. , J. Biol. Chem. 272:9182-9188 
(1997), Dibrov et al., J. Biol. Chem, 272:9175-9181 (1997), Lee et al., J. BacterioL . 179:1748-1754 (1997) 
and Marbois et al., Arch. Biochem. BiotAvs. 313:83-88 (1994)). Methyltransferase enzymes have been shown 
to be essentia] for the biosynthesis of ubiquinone (coenzyme Q) and menaquinone (vitamin K2), both of v^iich 

20 are essential isoprenoid quinone conqx>nents of the respiratory electron transport chain. Given the obvious 
importance of the methyltransferase enzynoes, there is substantial interest in identifyii^ novel polypqitide 
homologs of the methyltransferases. We herein describe the identification and characterization of a novel 
polypeptide ha^^glboiM^ enzymes' designated herein aiTPROriSOlpolypeptide^ 

25 41. PR01134 

Efforts are being undertaken by both industiy and academia to identify new, native secreted proteins. 
Many of these e^orts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herem describe the identification and characterization of novel 
secreted polypeptides, designated herein as PR01134 polypeptides. 

30 

42. PRO830 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
35 secreted polypeptides, designated herein as PRO830 polypeptides. 
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43. fsmm 

Efforts are being undeitaken by both indusuy and academia to identify new. native membrane-bound 
proteins. Maiy of tiiese efforts are fboised on the screeiung of mamnudian recoml^^ 
identify *e coding sequences for novel membrane-bound proteins. We herein describe tiie identification and 
characterization of novel transmembrane polypeptides, designated herein as PROl 1 15 polypeptides. 

5 

44. f^mi 

Efforts are being nndfrtaVen by botii industry and academia to identify new. native protdns. Maiy 
efforts are focused on flie screcmng of mammalian recomWnant DNA libraries to identify the coding sequences 
for novd receptor and o&er proteins. Of interest is die identification of proteins diat may play roles in various 

10 human disorders and dysfunction. For example, die idratification of proteins of tiie ear and tiiefimcdonsdiey 
play in hearing may lead to an understanding of die causes of hearing loss and deafiiess. Codi-B2 is one such 
protein fliat has been found to be ^ificaUy expressed in the inner ear (cochlea). It has been characterized and 
studied for its possiWe role in hearing loss (Robertson et al. Genwnig? (1994) 23(l):52-50: Robertson et al. 
Genomics (1997) 46(3):345-354). We herein describe the identification and characterization of novel 

15 polypeptides having sequence idemiiy to Coch-B2, designated heron as PR01277 polypeptides. 

45. PR0113S 

Glycosylation is an importam medianism for modulating the physiodiemical and biological properties 
of prolems in a stage- and tissue-specific manner. One of the important enzymes involved in glycosylation in 

20 Sacchaiomyces cerevisiae is a^ 1.2-mannosidase. an enzyme Ujat catalyzes the conversion of Man9GIcNAc2 
to Man801cNAc2 during die formation of N-linked oligosaccharides. The Saccharomyces cerevisiae alpha 1 ,2- 
mannosidase en^me of is a member of Uie Class I alpha 1,2-mannosidases diat are conserved ftom yeast to 
mammals. Given the important roles played by Uic alpha 1.2-mannosidases in glycosylation and the 
I*ysMWhemical activity regulated by glyoosylatiOT, there is significant interest in identifymg novel polypeptides 

25 having homology to one or more mannosidases. We herein describe die identification and characterization of 
novel polypeptides having homology to alpha 1,2-mannosidase protein, designated herem as PR01135 
polypeptides. 



46. mam 

30 iiiierferons(IFNs) encompass a large family ofsecreted proteins occurring in vertebrates. AlUwugh 

diey were originaUy named for flreir amiviral activity, growing evidence supports a critical role for IFNs in cell 
growdi and differentiation (JaramUloetal.. Cancer Investigation 13(3);327-338 (1995)). IFNs belong to a class 
of negative growtii fectors having die ability to inhibit die growdi of a wide variety of cells widi bodi normal and 
transformed jAenotypes. IFN tfiera|>y has been shown to be beneficial in die treatmem of human malignancies 

35 such as Kaiposi's sarcoma, chronic myelogenous leukemia, non-Hodgkm's lyn^ihoma, and hairy cell leukemia 
as weU as in die treatmem of mfectious diseases such as hepatitU B (Gamliel et al., iSc^nninE Micrp^copy 
2(l):485-492 (1988), Einhom et al.. M«l Oncol. & Tumor Pharmacother. 10:25-29 (1993). Ringenberg et al.. 
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MicL^uri Medicine RS(n:21-26 (1988)> Saracco ct al.. journal of Gastroenterology qiato}ofiy 10:668^73 
(1995), Gonzalcz-Mateos et al., Hn ^ ^to^astroenterologv 42:893-899 (1995) and Malaguamera ct al., 
^flrmacrrtherapv 17(5):998-1005 (1997)). 

Interferons can be classified into two major groups based \xpoti their primary sequence. Type I 
interferons, iFN-a and D^-p, arc aicoded by a sq)crfamily of intronless genes ^ 
5 famfly and a single IFN-p gene that are thou^ to have arisen ftom a common ancestral gene. Type I 
interferons m^ be produced by most CCD types. T^pe n IFN. or IFN-y, is restricted to ly^^)hocy^ 
and namral kiUer celk) and is stiimiUted by nonspecific T ceU activators 

Although both type I and type II IFNs produce similar antiviral and ant^)roliferative effects, they act 
on distinct cell surface receptors, wherein the bhiding is generally species specific (Langcr et al., tajggmi; 
10 Today 9:393-400 (1988)). BothlFN^tandlFN-^bindconqieiitivcly tothe samehigJiaffiniQ^ 

whereas IFN-y binds to a distinct type D receptor. The presence and number of IFN receptors on the »irface 
of a cell does not generally reflect the sensitivity of the cell to IW, althou^ it is clear diat die effects of the IFN 
protein is mediated through bindk^ to a cell surface interferon receptor. As such, die identification and 
characterization of novel interferon receptor protcfais is of extreme interest. 
15 We herein describe the identification and characterization of novel interferon receptor polypeptides, 

designated berem as "PR01114 mterfcron recqrtor" polypeptides. Thus, the PR01114 polypeptides of the 
present invention represents a novel cell surfece interferon receptor. 

47. FBQSBS 

20 Glutathione peroxidases are of interest because tiiey play important roles in protection gainst risk of 

coronary disease, atiierosclerosis. platelet hyper^gregation and syntiiesis of proaggregam and proinflammatory 
compounds. Glutathione peroxidases are involved in the reduction of hydrogen peroxides and lipid peroxides, 
^hi^^turnregida^ 

the production of eicosanoids and modulates die balance between a proaggregatory and antiaggregatory state of 
25 platelets. These and oUict aaivities and functions of ghitaduone peroxidases are d^ 

Ursini ct al.. Rinmed. Environ. Sci 10(2-3): 327-332 (1997); Vitoux et al.. Ann. Bpl.t:iip(Parjs) 54(S): 181- 
187 (1996); and Mirault ct al., fitrm N Y, Acad. Sci 738: 104-115 (1994). 

We herein describe die identification and characterization of novel polypeptides having sequence identity 
with glutadiione peroxidases, designated herein as PR0828 polypeptides. 

30 

48. PRO1009 

Long chain acyl-CoA symhctase converts free fatty acids to acyl-CoA esters. This syntiietasc has been 
reported to have interesting characteristics. SpecificaUy, it has been reported diat two boys haviAg Alport 
syndrome, elliptocytosis and mental retardation carried a large deletion where long chain acyl<>>A syndictase 
35 4 would have been located. Thus, tijc absence of diis enzyme is believed to play a role in die developmcm of 
mental retardation or odier signs associated widi Alport syndrome in die famUy. Piccini, ct al., Cjenomics, 
47(3):350-358 (1998). Moreover, it has been reported diat an inhibitor of acyl coenzyme A syndictase, triacsin 
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C. inhibits superoxide anion generation and degrannlation by lunnan neutrophils. TTius. it is suggested that there 
is a rok for acyl-CoA esters in regulating activation of O, gencratian and degranukiion at the G iwotein or 
subsequent 8tep(s). Korchak, et al.. LJioLI^.. 2e9(48):30281-30287 (1994). Long chain acyl-CoA 
syiohetaseisalsobrieflydiscussedinareportwhichdescribesverylongchainaq^^ Udriyama, 
et al., Biol. Chem .. 271(48):30360 (1994). Thus, long chain acyl-CoA synihetasc and particular novel 
5 polypeptides havmg sequence identity therewifli are of imerest. 

We heron descnT)e the identification and diaracterization of novel polypeptides ha^ 

wiflj kng chain acyl-CoA qmthetase, designated herein as PRO1009 polypeptides. 
49. mOVMT 

10 Glycosylphosf*atidylhK)sitol(GPD anchored proteoglycans are gene^ 

and are thus known to be faivolvcd in the regulation of responses of cells H> numerous growth fa^ 
adhesion molecules and extraceUuIar matrix components. The metastasis-associated GPl-anchored protein 
(MAGPIAP) is one of these ceU surface protenis which appears to be involved in metastasis. Metasuais is the 
form of cancer whereto the transformed or malignant cells are traveling and spreading the cancer fhmi one site 

15 to another. Therefore, identifying the polypeptides retated to metasusis and MAGPIAP is of interest. 

We hereto describe the idenlificationand characterization of novel polypeptides having sequence identity 
with MAGPIAP. designated henan as KIO1007 polypeptides. 



50. ESQiaSi 

20 Mammalian cell membranes perform very important functions relating to the strucniral integrity and 

activity of various cells and tissues. Of panicular interest in membrane physidogy is the study of trans- 
membrane ion channels which act to direcUy control a variety of physiological, pharmacological and ceUular 
processes. Numerous ion channels have been identified tocludtog calcium (Ca), sodtom (Na). chloride (CI) and 
potassmm (K) channels, each of which have been analyzed m detaU to determine their roles to physiological 

25 processes to vertebrate and tosect cells. These roles include such thtogs as matotaining ceUular homeostasis. 
imraoeUular signaltog. and the like. Given the obvious importance of the ion channels, there is significant 
totetest to idcntilying and characterizing novel polypeptides having homology to one or more ion channels. We 
hereto describe the identification and characterization of novel polypeptides havtog homology to a chtoridc 
diannel protein, designated hereto as PRO 1056 pofypeptides.. 

30 

51. PR0826 

Eftom are being undertaken by both industry and academia to identify new, native secreted protetos. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
codtog sequences for novel secreted proteins. We hereto describe the identification and characterization of novel 
35 secreted polypeptides, designated hereto as PR0826 polypeptides. 
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52. mom 

Efforts arc being undertaken by both industry and academia to identify new , native secreted proteins . 
Mai^r of these efforts are focused on the screening of manunalian recombinant DN A libraries to identify ihe 
codingsequencesfornovelsecreiedproteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PR0819 polypeptides. 

5 

53. PRO1006 

Efforts are being undertaken by both mdustry and academia to identify new. native secreted proteins. 
Many of tiiese efforts are focused on the scrccoiiig of manunalian recombinant DNA hT>raries to idendfy the 
codingsequencesfornovelsecretedprotems. We hereindescribe the identification and chanicterization of novel 
10 secreted polypeptides, designated herem as PROi006 polypeptides. 



54. PROM12 

Efforts are being undertaken by both industry and academia to identify new, native menibrane4)0und 
proteins. Maiiy of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
15 idendfy the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PROl 1 12 polypeptides. 



20 



55. PRO1074 

Many membrane-bound enzymatic proteins play important roles in the chemical reactions involved in 
metabolism, including the biosynthesis of macromolecuics, the controlled release and utilization of chemical 
energy, development of tissues, and other processes necessary to sustain life. Galactosyltransferases are a family 
of enzymes that play a variety of importam mctaboUc roles and thus are the subject of mterest in research and 
industry. Numerous references have been published on the idemification of galactosyltransferases and the roles 
they play in cellular dcvelopmem, maintenance, and dysfunction. 
25 We herein describe the identification and characterization of novel polypeptides having homology to 

galactosyltransferases, designated herein as PRO1074 polypeptides. 

56. moim 

Efforts are being undertaken by both mdustry and academia to identify new, native secreted proteins. 
30 Maay of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
co<Ung sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herem as PRO1005 polypeptides. 



57. PRO1073 

35 Efforts are bemg undertaken by both industry and academia to identify new, native secreted proteins. 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herem describe the identification and characterization of novel 



17 



wo 99/63088 



PCT/US99A2252 



secreted polypeptides, designated herein as PRO1073 polypeptides. 

58. PR01152 

Efforts arc being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screemng of mammalian reconibinant DNA Ubraries to 
5 identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR01152 polypeptides. 

59. mnm 

PDZ domain-containing protems assist formation of cell-cell junctions and localization of membrane 
10 protein receptors and ion channels (Daniels ct al.. Nat. Struct. Biol. 5:317-325 (1998) and UUmer tt al., EEB5L 
Lett. 424:63-68 (1998)). PDZ domains interact with the C-terminal residues of a particuhu' target membrane 
protein. Based on their binding specificities and sequence homologies, PDZ domains fall into two classes, class 
I and class II. In light of the obvious i^^>ortance of the PDZ domain-containing proteins, there is significani 
interest in identifying novel polypeptides that have homology to those proteins. We herein describe the 
15 identification and characterization of novel polypeptides having homology to PDZ domain-containing protems, 
designated herein as PROl 136 polypeptides. 

60. £BQSi3 

Surfactant proteins play extremely important biological roles in the mammalian pulmonary system. One 
20 mammalian protein that has been studied and well characterized is pulmonary surfactant-associated protein C. 
For example, Qanbar et al.. Am. J. Phvsiol. 271:LS72-LS80 (1996) snidied ihe effect of palmiioylation of 
pulmonary surfactant-associated protein C on the surface activity of phospholipid mixtures. Specifically, tiie 
amhors demonstrated that palmitoylation of puhnonary surfactant-associated protein C greatly enhanced lipid 
rcspreading and film stability and, therefore, was extremely important for surfactant function. Given the obvious 
25 in^Kmant roles played by surfactant protein in ±t mammalian organism, there is significant interest in 
identifying novel polypeptides having homology to one or more surfactant enzymes. We herein describe the 
identification and characterization of novel polypeptides having homology to pulmonary surfactant-associated 
protein, designated herein as PR0813 polypeptides. 

30 61. mom 

Efforts are being tmdertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts arc focused on die screening of mammalian recombinant DNA libraries to identify the 
codmg sequences for novel secreted proteins . We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO809 polypeptides. 

35 
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62. msm 

Of particular interest are novel proteins which have sequence identity with known proteins. For 
example, novel proteins having some sequence identity with the major histoconq>atibiUty con^lex (MHC) are 
of interest. The MHC complex is a region of multiple loci that play majw roles in determming whedier 
transplanted tissue will be accepted as self (histoconq)atiT)le) or rejected as foreign (hisioincompatible). 

5 Moreover, die MHC plays a central role in the development of both humoral and ceU-mediated immune 
responses. There arc dass I. U and m MHC antigens, all known in the art. Class I antigens are glycoprotems 
expressed on Ac surfece of nearly all nucleated cdls, where they present peptide antigens of altered self-cells 
necessary for the activation of Tc cells. The assembly of MHC class I ant^ens is further described in Kvist and 
Levy, Semin. Immunol. . 5(2):10S-116 (1993) and M^ei. et al.. Hum, Immunol,, 54a):91-103 (1997). 

10 We herein describe tiie identification and diaracterization of novel polypeptides having sequence identity 

to various MHC-1 antigens, designated hcrem as PR0791 polypeptides. 



63. yRO1004 

Efftnts are being undertaken by bodi nidustiy and acadcmia to identify new, native secreted proteins. 
15 Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to idmtify the 
coding sequences for novel secreted protems. We herein describe tiie identification and characterization of novel 
secreted polypeptides, designated herein as PRO1004 polypeptides. 

64. EBQliU 

20 Protein-protein interactioosincludereceptor and antigen complexes and signaling mechanisms. As more 

is known about the structural and functional mechanisms underlying protein-protein interactions, protein-protein 
interactions can be more easily manipulated to regulate the particular result of the protein-protein interaction. 
Thus, the underling med^^sms of protein-protein~intcraciidns are of intcr^t~to"thc~scichtifkrand'medical— 
community. 

25 All proteins ccmtsuning leucine-rich repeats are thought to be involved in protein-protein interactions. 

Leucine-rich repeats are short sequence motife present m a number of proteins with diverse functions and ceUular 
locations. The ciystal structure of ribonuclease mhibitor protein has revealed that leuchie-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that tiiey form a parallel beta-dieet witfi 
one surface e3qK)sed to solvem. so that the protein acquires an unusual, nonglubulars^ These two features 

30 have been indicated as responsible for the protem-bindingfimctiom of proteins^ 
See, Kobe and Deisenhofer, Trer^ds Biochem. Sci.. 19(10):415-421 (Oct. 1994), 

A sttidy has been reported on leucme-rich proteoglycans which serve as tissue organizers, cnienting and 
ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound healing, 
tissue repair, and tumor stroma formation, lozzo. R. V., Crit. Rev. Biochem. Mol. Biol.. 32(2):141-174 

35 (1997). Others studies unpUcatiiigleucirie rich proteins m wound healing and tissue repair a^ 

ci al., Vouv- Rev. Fr. Hematol, ((Sermany). 37(4):2 15-222 (1995). reporting mutations in die leucine rich motif 
in a complex associated witii the Weeding disorder Bemard-Soulicr syndrome, Chlemctson, K. J.. Tfrromb. 
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Haemost. (Germany), 74(1):1 11-1 16(July 1995), reporting tlm platelets have leiKm* rich 
E. L, et al.. W0911(n27-A by La Jolla Cancer Research Foundation reporting that decorin binding to 
transforming growth factorp has involvement in a treatment for cancer, wound healing and scarring. Related by 
fimction to this groi^ of proteins b the insulin like growth fe^^ 
associated therapies concerned with re-growth of tissue, su(^ as connective tissue^ 
5 body growtii in humans and anunals; and in stimulatii^g other growth-rela^ The acid labUe subunit 

ofIGF(ALS)isalsoofmterestinthatitmcreasesthchalf4ifeofIGFandisp^ WYivQ . 

Another protein ^ch has been reported to have leucine-ridi repeats is the SLIT protein which has been 
reported to be useful in treating neuro-degenerative diseases such as Alzheimer's disease, nerve damage such 
as m Paridnson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Rolhberg, J. M., 
10 WO9210518-A1 by Yale University. Ofparticular mterest is UG-1, a membrane glycoprotein that is ejqiressed 
^jecificaUy in glial cells m die mouse bram, and has leucine rich repeats and imraunoglobulin-like domams. 
Suzuki, et al., J. Biol. Chem, (U.S.). 271(37):22522 (1996). Otiier snidies reporting on the biological functions 
ofprotems having leucine rich repeats include: Tayar,N.,etal., }Aol Cell pndocrinQl., (Ireland), l25(l-2):65- 
70(Dec, l996)(gonadotropinieceptorinvolvemcnt);Mhu:a. Y.,etal., N^PPOP Hinsho (Japan), 54(7): 1784-1789 
15 (July 1996) (apoptosis involvement); Harris, P, C, et al., J. Am. Soc. Nephrol., 6(4): 1125-1 133 (Oa. 1995) 
(kidney disease involvement). 

We herein describe the identification and characterization of novel polypeptides having homology to 
UG, designated herein as PROl 111 polypeptides. 

20 65. PR01344 

Factor C is a protein tiiat is mtimately involved with tiie coagulation cascade in a variety of organisms. 
The coagulation cascade has been shown to involve numerous different intermediate proteins, including factor 
C, all of whose activity is essential to the proper functioning of tiiis cascade. Abnormal coagulation cascade 
function can result in a variety of serious abnormalities and, as such, the artivities of tiie coagulation cascade 
25 proteins is of particular interest. As such, efforts are curremly being undertaken to identify novel polypeptides 
havmg homology to one or more of the coagulation cascade proteins. 

We herein describe the identification and characterization of novel polypeptides having homology to 
factor C protein, designated herein as PR01344 polypeptides. 

30 66. PRO1109 

Carbohydrate chains on glycoproteins arc important not only for protein conformation, transport and 
stability, but also for cell-cell and cell-matrix mteractions. P-l,4-galactosyltiansferase is an enzyme tiiat is 
involved in producing carbohydrate chains on proteins, wherein the p-l,4-galactosyltransferase enzyme acts to 
transfer galactose to the terminal N-acetylglucosamine of complex-type N-glycans in the Golgi qiparatus (Asano 
35 et al., EMBOJ. 16:1850-1857 (1997)). In addition, it has been suggested tiiat P-1 .4.galactosyltransferasc is 
invloved directiy in ceU-cell interactions during fertilization and early embryogenesis tiirough a subpopulation 
of tins enzyme distributed on tiie ccUsurfece. Specifically. Luetal., pevelopiment 124:412M131 (1997) and 
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T ATstm gt al.. Biol. Reprod, 57:442*453 (1997) have demonstrated thai p-l,4^actosyltransfcrase is expressed 
on the surface of sperm from a variety of mammalian species, thereby suggesting an important rok in 
fertilization. In light of the above, novel polypq)tides having sequence identity to p-1 ,4-g^actosyltransfcrase 
are of mterest. 

We herein describe the identification and characterizadon of novel polypeptides havii^honra P- 
5 1 ,4-galactosyliramferasc. designated herein as PROl 109 polypeptides. 

S!. PR01383 

The nmb gene is a novel gene that encodes a putative transmembrane glycoprotein which is differentially 
ejqiressed m metastatic human melanoma oeU Imes and which shows substantial homolc^ to the precursor of 
10 pMEL17. a melanocyte-specific protein (Weterman et al.. Int. J. Cancer 60:73-81 (1995)). Given die interest 
m identifying tumor-specific cell-surface polypeptide maricers, there is substantial mterest in novel polypeptides 
having homology to nmb. We herem describe tiie identification and characterization of novel polypeptides 
having homology to the nmb protein, designated herein as PR01383 polypeptides. 

15 68. FROlOOa 

Efforts are being undertaken by both industry and academia to identify new, native secreted protems. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe die idemiftcation and characterization of novel 
secreted polypeptides, designated herein as PRO10Q3 poljrpcptides. 

20 

69. PROU08 

Lysoi^osphatidic acid acyltransferase (LPAAT) is an enzyme that in lipid metabolism converts 
lysqjhosphatidic add (LPA) into phosphatidic^id(PA). LPA is~a phospliolipiddu^^ 
membrane phosjAolipid metabolism. Various LPAAT enzymes have been identified in a variety of speciesXsee, 

25 e.g., Aguado et al., J. BioL Chem. 273:4096-4l(K <1998). Stamps ei al.. Biochem. J, 326:455^1 (1997), 
Eberiiart et al., J. Biol. Chem. 272:20299-20305 (1997) and West et al., DNA Cell Biol. 16:691-701 (1997)). 
Given the obvious importance of LPAAT in a variety of different applications includmg cell memteme 
maintenance, diere is substantia] interest in identifying and characterizing novel polypeptides having homolc^ 
to LPAAT. We herem describe die identification and characterization of novel polypeptides havii^ homolc^ 

30 to LPAAT protein, designated herein as PROl 108 polypeptides. 

70. 2EQ1137 

A particular class of secreted polypeptides that are of interest in research and industry are 
ribosyltransferases. Braien et al. described die use of EST databases for die identification and cloning of novel 
35 ribosyltransferase gene fanuly members f Adv. Ero. Med. Biol. 4 19: 163-168 (1997)). Ribosyltransferases have 
been identified playing roles m a variety of metabolic functions mcluding posttranslational modification of 
proteins (Saxiy et al., J. Leukoc. BioL. 63(1):15-21 (1998)), and mediation of die assembly of filamentous actin 
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and chcmotaxis in polymorphonuclear nctttropM Adv, Exp. Med, Biol. 419:241-244 

(1997)). 

Described herein is the identificatioa and characterization of novel polypeptides havmg homology to 
ribosyltransferase, designated herein as PR01137 polypeptides. 

s 71. EBQim 

Efforts are being undertaken by both industry and academia to identify new, nadve receptor proteins. 
Many efforts are focused on the screening of mammaUan recombinant DNA libraries to idendiy the coding 
sequences for novel receptor proteins. Of particular interest is the identification of membrane-bound proteins 
found in cells of the hematopoietic system, as they often play important roles in fighting infection, repair of 
10 injured tissues, and other activities of cells of the hematopoietic system. For instance, CD84 leukocyte antigen 
has recentiy been identified as a new member of die Ig su^rfamily (de la Fuente al. , Blood. SQ(gli2398-240S 
(1997)). 

Described herein is the identification and characterization of a novel polypeptide haviiig homology to 
CD84 leukocyte antigen, designated herem as PR01138 polypeptides. 

15 

72. £BQ!!^ 

The proteins of the major urinary protein complex (M UP), proteins which are members of the lipocalin 
family, function to bind to volatile pheromones and interact with die vomeronasal neuroepithelium of the 
olfactory system. As such, proteins in the MUP family are intimately involved in the process of attraction 

20 between Trrammals of different sexes. Many different MUP family members have been identified and 
characterized and shown to possess varying degrees of amino acid sequence homology (see, e.g., Mucignat et 
al., Chem. Senses 23:67-70 (1998), Ferrari et al., FEBS Lett. 401 :73-77 (1997) and Bishop et al.. EMBO J. 
1:615-620 (1982)). Given die physiological and biological importance of the MUP family of proteins, tiiere is 
significant interest in identiiying and characterizing novel members of this family. We herein describe the 

25 identification and characterization of novel polypeptides having homology to MUP family of proteins, designated 
herein as PRO1054 polypeptides. 

73. mam 

The L6 cell surface antigen, which is highly expressed on luiig, breast, colon, and ovarian carcinomas, 
30 has attracted attention as a potential therapeutic target for murine monoclonal antibodies and their himianized 
counterparts (Marken et al., Proc. Nad. Acad. Sci. USA 89:3503-3507 (1992)). The cDNA encoding tiiis 
tumor-associated cell surface antigen has been expressed in COS cells and shown to encode a 202 amino acid 
polypeptide having three transmembrane domains. The L6 antigen has been shown to be related to a number 
of ceU surface proteins that have been inq>licated in the regulation of cell growUi, including for example CD63 
35 and CO-029, proteins which are also highly expressed on tumor cells. As such, there is significant interest in 
identifying novel polypeptides having homology to die L6 tumor cell antigen as potential targets for cancer 
therapy. We herein describe die identification and characterization of novel polypeptides having homology to 



22 



wo 99/63088 



PCTAJS99/122S2 



L6 cdl surface tunror ccU-associated antigen, designated he^ 

74. PR0812 

Steroid binding proteins play important roles in numerous physiological processes associated with 
steroid function. Specifically, <Hie steroid binding protein-associated polypeptide diath^ 

5 is component 1 of die prostatic binding protein. Conqwnent 1 of the prostatic binding protein has been shown 
to be specific for subunit F of the prostatic bmding proiem, the major secretory glycq)rotein of the rat ventral 
prostate (Peelers et al.. Eur. J. Biochem. 123:55-62 (1982) and Uaocl al., J, Biol. Chem. 257:122-125 (1982)). 
The ammo add sequence of component 1 of die prostatic binding protein has been determined, wherein die 
sequence is highly ric± in glutamic acid residues and is overall higjdy acidk^ This protein plays an in^xmant 

10 role in die response of die prostate gland to steroid hormones. We herein describe die identification and 
diaracterization of novel polypeptides having honwlogy to prostatic steroid-binding protein c 1 , designated herein 
as PR0812 polyp^des. 

75. PROIOff 

15 Of particular interest is die identification of new membrane-bound proteins involved in ion conductance 

such as channel inhibitoiy factor (CHIP) and MAT-8, which have recendy been reported (see Wald et al. , AfflU 
J. Phvsiol. 272(5 pt 2): F617-F623 (1997); C^iurro et al.. Am. J. PhvsioL 271(3 pt 1): C753-C762 (1996); 
Wald et al.. Am. J. PfavsioL 271(2 pt 2): F322-F329 (1996); and Morrison et al.. h Piol qhen^ 270(5):2176- 
2182 (1995)). 

20 Described herein is die identification and characterization of novel polypeptides having homology to 

CHIP and MAT-8 polypeptides, designated herein as PRO 1069 polypeptides. 



76. PRQim 

Cytochromes P^50 are a superfamily of hemoproteins which represent die main padiway for dn^ and 
25 chemical oxidation (Horsmans. Acta Gastroenterol. Belg. 60:2-10 (1997)). This superfamily is divided into 
famines, subfamilies and/or single enzymes. Recent reports have provided a great deal of information 
concerning die cytochrome P-450 isozymes and increased awareness of life direatenii^ interactions widi such 
commonly prescribed drugs as cisapride and some antihistamines (Michalets, Phannacodierapy 18:84-1 12 (1998) 
and Singer et al., J- Am. Acad. Dermatol. 37:765-771 (1997)). Given dus mformation, diere is significant 
30 interest in identifying novel members of die cytochrome P-450 faimly of proteins. We herein describe die 
identification and characterization of novel polypeptides having homology to cytochrome P-450 proteins, 
designated herein as PR01129 polypeptides. 

77. PRO1068 

35 Urotensins are neurosecretory proteins diat are of interest because of dieir potential roles in a variety 

of physiological processes including smoodi muscle contraction (Yanoet al. Gen. Comn. Endocrinol. 96(3): 412- 
413 (1994)), regulation of arterial blood pressure and heart rate (Le Mevel et al. Am. ffiiy?tQ<t 271(5 Pt 2): 
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R1335-R1343 (1996)), and corticosieroid secretion (FeuiUolcy ct al. J, S^en>id Bjpchem M^h ^\9h 48(2-3): 287- 
292 (1994)), 

Wc herein describe the identification and characterization of novel polypeptides having homology to 
urotensin, designated herein as PRO1068 polypeptides. 

5 78. mum 

Efforts are being nnderta^e" by both industry and academia to identify new, native secreted proteins. 
Mazxy of these efforts are focused on the screening of manunalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins . We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO1066 polypeptides. 

10 

79. £BQUS4 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of nuunmalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
15 secreted polypeptides, designated herein as PROl 184 polypeptides. 

80. PRO1360 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
20 coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO1360 polypeptides. 

81. PR QIOffl 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
25 Many of these efforts are focused on the screening of manunalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO1029 polypeptides. 

82. PR01139 

30 Obesity is the most common nutritional disorder which, according to recent epidemiologic studies, 

affectsaboutonethirdof all Americans 20 years of age or older. Kuczmarski etal., J. Am. Med. Assoc. 272. 
205-11 (1994). Obesity is responsible for a variety of serious health problems, including cardiovascular 
disorders, type II diabetes, insulin-resistance, hypertension, hypertriglyceridemia, dyslipoproteinemia, and some 
forms of cancer. Pi-Sunyer, F.X., Anns. Int. Med. 119. 655-60 (1993); Colfitz, G.A., APOnJi Ciin. Nytr, 55, 

35 503S-5(r7S (1992). A single-gene mutation (the obesity or "ob" mutation) has been shown to result in obesity 
and type II diabetes in mice. Friedman, Genomics 11, 1054-1062 (1991). Zhang et al., ilsais£372, 425-431 
(1994) have recentiy reported the cloning and sequencing of the mouse ob gene and its human homolc^ue, and 
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suggested that the ob gene produrt may fimcticm as part of a signaling pathway from adipose tissue that acts to 
regulate the size of the body fat depot. Parabiosis experiments perfonnednrorc than 20 years ago predicted fl^ 
the genetically obese mouse containing two mutant copies of the gene (ob/cb mouse) does not jHOduce a 
satiety factor which regulates its food intake, whtte the diabetic (Oj/db) mouse produces but does not respwid 
to a satiety factor. Coleman and Hummal, Am. J. Phvsiol. 217. 1298.1304 (1969); Coleman, EiabetoL9,294- 
5 98 (1973). OB proteins are disclosed, for example, in U.S. patent Nos. 5,532,336; 5,552,522; 5,552,523; 
5,552,514; 5,554,727. Recent reports by three iiulependem research teams have demonsurated tiiat daily 
injections of recombinam OB protein inWbit food intalK and reduce b^ 

micebutnotini&/d&mice(Pellcymounteretal., Scic^269, 540^3 [1995]; Halaasetal.. Soracg 269, 543-46 
[19951; Campfidd ct al.. Science 269, 546-49 [1995]), suggesting that the protem is such a satiety factor as 

10 proposed in early cross-cuculation studies. 

A receptor of the OB protein (OB-R) is disclosed in Tartaglia et al., CfiU 83, 1263-71 (1995). The OB- 
R is a single membrane-spanning receptor homologous to members of the dass 1 cytokine receptor family 
fr^T*-c"' "T"' ^ '^^^ ^' 6934-6938 [1990]). Two 5'-untranslatcd r^ons 

and several 3 ' -alternative splice variants encodii^ OB-R with cytoplasmic domams of different lengths have been 

15 described in mouse, rat and human (Chen eial., Cdl 84, 491-495 [19961; Chua ct al., gciwcc 271, 994-996 
[19961; Tartaglia ctal., supra; Wang ctal., SBSLfiti. 392:87-90 [19961; niillipscial.. Nature Genet. 13, 18- 
19 [1996J; Ciofffi et al.. Nature Med.. 2 585-589 (1996]). A human hematopoetin receptor, which might be a 
receptor of the OB protein, is described in PCT application Publication No. WO 96/08510, puWirfwd 21 March 
1996. 

20 Bailleul et al., Nud. Acids Res. 25, 2752-2758 (1997) identified a human mRNA splice variant of the 

OB-R gene that potentially encodes a novel protein, designated as leptin receptor gene-related prwein {OB- 
RGRP). This protein displays no sequence similarity to the leptin receptor itself. The authors found that the 
OB-RGRP gene shares its promoter and two exons with the OB-R^ene, and suggested tiiai there is a requirement 
for a coordinate wq)rcssion of OB-R and OB-RGRP to dicit the full physiological response to leptin in wvo. 

25 

83. PRO1309 

Protem-protein interactions mclude recqrtor and antigen complexes and signalingmechanisms. As more 
is known about the strucmral and functional mechanisms underlying protein-protein interactions, protein-protein 
interactions can be more easily manipulated to regulate the panicular result of the protein-protein interaction. 
30 Thus, die underlying mechanisms of protein-protein mieractions are of interest to die scientific and medical 
conunuidty. 

All proteins containing leucine-rich repeats are thought to be involved in protein-protein interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proic ins with diverse functions and oeUul ar 
locations. The crystal stnicmre of ribonuclease inhibitor protein has revealed diat lcucir»-rich repeats 
35 correspond to beta-alpha souctural units. These units are arranged so tfiat they form a parallel beta-sheet with 
one surfece exposed to solvent, so diat the protein acquires an unusual, nonglubular sh^. These two features 
have been indicated as responsible for the protein-binding limctions of proteins containii^ leucuie-rich repeats. 
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See, and Dcisenhofer. Trends Biochem. Sci.. 19(10):415^21 (Oct. 1994); Kobe and Dciscnhofcr. Curn 
Qpin. Struct. BioL. 5(3):409^16 (1995). 

A study has been reported on leucine-rich proteoglycans which serve as tissue organizers » orienting and 
ordering collagen fibrils duruig ontogeny and are involved in pathological processes such as wound healu^» 
tissue repair, and tumor stroma formation. lozzo, R. V., Crit. Rev. Biochem. Mol. BioL, 32(2): 141-174 

5 (1997). Others studies inq)licating leucine rich proteins in wound healing and tissue repair ait De La SaUe, C. 
et al., Vmiv. Rev. Fr. Hematol. (Germaior), 37(4):215-222 (1995), reporting mutations in the leucine rich motif 
in a complex associated with the bleeding disorder Bemard-Soulier syndrome, Qilemetsofu K. J., TMlfft^' 
Haemost . (Germany), 74(1): 111-116 (July 1995), reporting that platelets have leucme rich repeats and Ruoslahd, 
E. I., ct al., WO9110727-A by La JoUa Cancer Research Foundation reporting that decorin binding to 

10 transforming growth foctorP has involvement in a treatment for cancer, wound healing and scarring. Related by 
function to this groiq> of proteins is die insulm like growtii factor (IGF), m th^ it is useful in wound-healing and 
associated therapies concerned with re-growth of tissue, such as connective tissue, skin and bone; in promoting 
body growth in humans and animals; and in stimulating other growth-related processes. The acid labile subunit 
of IGF (ALS) is also of interest in tiiat it increases the half-life of IGF and is part of die IGF complex £oiyg. 

15 Another protein which has been reported to have leucine-rich repeats is the SUT protein wluch has been 

reported to be useful in treating neuro-degenerative diseases such as Alzheimer's disease, nerve damage such 
as in Parkinson's disease, and for diagnosis of cancer, see, Anavanistsakonas, S, and Rotfaberg, J. M., 
WO9210518-A1 by Yale University. Of particular interest is LIG- 1 , a membrane glycoprotein ihat is expressed 
specifically in glial cells in die mouse brain, and has leucine rich repeats and immunoglobulinrlike domains. 

20 Suzuki, et al., J. Biol. Chcm. (U.S.). 271(37):22522 (1996). Other studies reporting on die biological functions 
of proteins having leucine rich repeats include: Tayar, N., ei al.. Mol. Cell Endocrinol.. (Ireland), 125(l-2):65- 
70(Dec. 1996) (gonadotropin reccptorinvolvement); Miura. Y., eial., Nippon Rinsho (Jaiwm). 54(7): 1784-1789 
(July 1996) (apoptosis mvolvement); Harris. P. C. et al.. J. Am. Soc. Nephrol.. 6(4):1 125-1 133 (Oct, 1995) 
(kidney disease involvement). 

25 Efforts are therefore being undertaken by bodi industry and academia to identify new proteins having 

leucine rich repeats to better understand protein-protein interactions. Of particular mterest are those proteins 
havmg leucine rich repeats and homology to known proteins having leucine rich repeats such as platelet 
glycoprotein V, SUT and ALS. Many efforts are focused on the screening of m a mm al i an recombinant DNA 
libraries to identify the coding sequences for novel membrane-bound proteins having leucine rich repeats. 

30 

84. moim 

Efforts are being undertaken by botfi industry and academia to identify new, native secreted proteins. 
Many of these efforts arc focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe die identification and characterization of novel 
35 secreted polypeptides, designated herein as PRO1028 polypeptides. 
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85. 

Effom are being uiKlertaken bodi indusoy and acad^ 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
codingsequencesfornovelsecretedproteins. Wehereindescribethcidendficationandchaiactcrizationof novel 
secreted polypeptides, designated herein as PRO1027 polypeptides. 



86. vRonm 

Of particular imerest are novel protdm having some sequence identic to loKwnpto^ Known 
proteins inchide PC-1, an ecto^aizyme possessing alkaline phosphodiesterase I and nucleotide pyrophosphatase 
activitici. ftehrr '* J- Biochem.. 228Q>;6e»676<199S). Phosphodiesterases are 

also described in Fuss ct al.. LIJSSH^.. 17(23):9(»5-9103 (1997) and Scott et al.. mmHaSlL 25(4):995- 
1002 (1997). PhoqihodicsttaBse I. is described as a novel adhesin molecule and/or cytokine (related to 
autotaxin) involved in oligodendrocyte function. Puss, sjsb^ 

We hcrem describe die idendfuation and diaracterization of novel polypeptides havii^ homdogy nto 
PC-1. designated hernn as PRO1107 polypeptides. 



15 



87. PRO1140 

Efforts are being undertaken by bodi industry and academia to identify new. native membrane-bound 
protefais. Many of dicsc efforts are focused on the screening of mammalian recombinant DNA libraries to 
idemify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
20 characterization of novel transmembrane polypeptides, designated herein as PROl 140 polypeptides. 

raoiio6 

As die mitochondria is primarily responsible for generating energy, proteins associated wiflj the 
mitochondria are of interest. Reccntiy. a cDNA ftom a novel Ca**-dependem member of the mitochondrial 

25 sohiie carrier superfamily was isolated from a rabbit small intestinal cDNA library as described in Weber, et al.. 
pNAS USA. 94(16):8509-8514 (1997). It was r^xwted diat diis transporter has four elongation factor-hand 
motifs in the N-terminal and is localized in die peroxisome, aldiough a fraction can be found in die mitochondria. 
Thus, this transporter, and proteins which have sequence identity to dus and other members of die mitochondrial 
sohde carrier siqierfianily are of particular interest. 

30 We herein describe die identification and characterization of novel polypeptides having homology to a 

peroxisomal calchim depaidem solute carrier protein, designated herem as PROl 106 polypeptides. 



89. PR01291 

BuqrrqMin is a milk glycoprotein diat comtimtes nwre dian 40% of die total protein associ^ 
35 die fat globule membrane in mammalian milk. Expression of butyrophUinmRNA has been shown to correlate 
widi die onset of milk fat production toward die end pregnancy and is maintained tiiroughout lactation. 
ButyrophUhi has been identified in bovine, murine and human (see Taylor et al.. Piff^Wm, Bj^iphys. Acta 
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1306:1-4 (1996), Ishii ct al.. Rinchim. Birmhys. Acta 1245:285-292 (1995), ^4alher et al., J. pairy gci, 
76:3832-3850 (1993) and Banghart ct al.. J. Biol. Chem. 273:4171-4179 (1998)) and is a type I transmcmhrane 
protein that is incorporated into the fat globulin membrane. It has been suggested that butyrophilin may play 
a role as the princq)le scaffold for the assembly of a complex with xanthine dehydrogenase/oxidase and other 
pit>tehis that function in the budding and release of milk-fat globules from the apical surface during lactation 
5 (Banghart et al., supra) . 

Given that butyrophilin plays an obviously important role in mam m alian milk producdon, there is 
substantial interest in identifying novel butyrophilin homologs. We herein describe the identificatton and 
diaracterization of novel polypeptides having homology to buiyrq)hilin, designated herein as PR01291 
polypeptides. 

10 

90. FROllOS 

Efforts are being undertaken by both industry and academia to identiiy new, native membrane-bound 
proteins. Many of these efforts are focused on tite screening of mammalian recombinam DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
15 characterization of novel transmembrane polypeptides, designated herein as PROl 105 polypeptides. 

91. PR0511 

Proteins of interest include those having sequence identity with RoBo-1, a novel member of the 
urokinase plasminogen activator receptor/CD59/Ly-6/snake toxin family selectively expressed in bone and 
20 growth plate cartilage as described in Noel et al., J. Biol. Chem . 273(7) :3878-3883 (1998). RoBo-1 is believed 
to play a novel role in the growth or remodeling of bone. Proteins also of interest include those having sequence 
identity with phosphoiipase inhibitors. 

We herein describe the identification and characterization of novel polypeptides having homology to 
urokinase plasminogen activator receptors and phosphoiipase inhibitors, designated herein as PR0511 
25 polypeptides. 

92. PRO1104 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of manmialian recombinant DNA libraries to identify the 
30 coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO 1 104 polypeptides. 

93. PROllOO 

Efforts are being undertaken by both indusa7 and academia to identify new. native membrane-bound 
35 proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PROl 100 polypeptides. 
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94. £B$2fi£ 

Of intercaa are hnninal proteins, or protcm Ofparticuiar 
imerest are proceiiB having sequence idc^ Known proteins include proteins such as 

SLSl. lnSaccharomycescerevisiae.SlSlbas\^npoitied^^ 

mvolved in mitochondrial metabolism. Rouillaid. et al.. MfiLSSEL^aSt.. 252(6):700.708 (1996). In yeast 
5 Yamma tipofytica, it has been reported that the SLSl gene product (SLSlp) behaves as a hmienal protein of 
flie ER. It is believed that SPSlp acts in the preprotein translocation process, interacting dfaecfly with 
translocating polypeptides to fteihtate their transfer and/or help their foMh^ Bosirame, et al., L 

Biol. Oiem. . 271^):11668-11675 (1996). 

We herein describe (he identificadon and characterization of novel polypqilides having homology to 
10 SLSl, designated herein as PR0836 polypeptides.' 

95. EBQUjO. 

Effints are being undertaken by both uxlustiy and academia to identify new, native membrane-bound 
proteuis. Many of these efforts are focused oa the screening of mammalian recomWnam DNA liTiraries to 
15 Mentify the coding sequences for novel membrane^ound proteins. We herein describe the identification and 
characterizatim of novel transmembrane polypeptides, designated herein as PROl 141 polypeptides. 

96. FSQim 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
20 processes in mammalian and nMi-mammalian organisms. Numerous differem protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized, including 
the serine proteases which exhibh q?ecific activity toward various serine-containing proteins. The mammalian 
protease enzymes play unportani roles in biolc«ical processes such as. for exar^teTprotOT digestiimraCtivationr- 
mactivation, or modulation of peptide hormone activity, and alteration of die physical properties of proteins and 
25 enemies. 

Neuropsin is a novel serine protease whose mRNA is expressed in the central nervous system. Mouse 

neuropsin has been cloned, and sttidies have shown that it is involved m the hin»can^ plasticity. Neuropsm 
has also been mdicatcd as associated wifliextraceMar matrix modificarions and cell nrigrations. See. goierally. 
nim et al. ■ Neurosci. . 7(2>:5088-5097 (1995) and Chen, et al. . .1. Histochem, Cytochep., 46:313-320(1998). 

30 Anodier serine protease of interest is the enamel matrix serine proteinase. The maturation of dental 

enamel succeeds the degradation of organic matrix, hihibition snulies have shown fliat tins degradation is 
accon^lisbed by a serine-type proteinase. Proteases assocUted with enamel maniration are described in, i.e.. 
Simmer, et al.. J. Dent. Res. . 77(2):377.3B6 (1998). Overall and Limeback, Biochem J. . 256(3):965-972 
(1988), and Moradian-Oldak, rnnnect. Tissue Res.. 35(l-4):231-238 (1996). 

35 We herein describe the identificatitm and characterization of novel polypeptides havii« homology to 

serine proteases, designated herem as PR01132 polypeptides. 
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97. PR01346 

The abbreviations 'TIE- or *tie" arc acronyins. which stand for •tyrosine kinase containing Ig and 
EOF homology domains" and were coined to designate a new famUy of receptor tyrosine kmases which are 
ahnost exclusively e3q)ressed in vascular endothelial cells and early hemopoietic cells, and arc characterized by 
the presence of an EGF-like domam, and extracellular foldmg imits stabilized by intra-chain disulfide bonds, 

5 generally referred to as "immunoglobulin aG)-like" folds. A tyrosine kinase homologous cDNA fragment from 
human leukemia cells (tie) was described by Partanen el al. , fyoc, Nad, Acad, ^cj. UjlA SL 8913-8917 (1990). 
The mRNA of this human "TXE" receptor has been detected in all human fetal and mouse embryonic tissues, 
and has been reported to be localized in the cardiac and vascular endodielial ceUs. Korhonoiet al., PlpodgQ, 
2548-2555 (1992); PCT Application Publication No. WO 93/14124 (published 22 July 1993). The rat homoteg 

10 of human TEE, referred to as "TIE-l", was identified by Maisonpierre et al„ Onpggyny 8, 1631-1637 (1993)). 
Anotiier TIE receptor, designated •'TIE-2" was origmally identified in rats (Dumont et al.. QncffgCTff 8, 1293- 
1301 (1993)), while the human homolog of TIE-2, referred to as "oric" was described in U.S. Patent No. 
5.447,860 (Ziegler). The murine homologofTIE-2 was originally termed "tek." The cloning of a mouse TIE-2 
receptor from a brain cq)illaiy cDNA liTirary is disclosed in PCT Application Publication No. WO 95/13387 

15 (published 18 May 1995). TIE-2 is a receptor tyrosine kmase tiiai is expressed ahnost exclusively by vascular 
endothelium. Tie-2 knockout mice die by defects in the formation of microvassels. Acoordmgly, the TIE 
receptors are believed to be actively involved in angiogencsis, and may play a role m hemopoiesis as weU. 
Indeed, recent results (Un et al., J. Clin. Invest, 102(8), 2072-2078 [1997]) demonstrating the ability of a 
sohible TIE-2 receptor to inhibit ttimor angiogcnesis have been interpreted to indicate that TIE-2 iHays a role m 

20 pathologic vascular growtii. In another study, TIE-2 expression was examined in adult tissues undergoing 
angiogenesis and in quiescent tissues. TIE2 expression was localized by immunohistochenustry to the 
endothelium of neovessels in rat tissues undergoing angiogenesis during honnonally stimulated foUicular 
mamration and uterine development and in healing wounds. TlE-2 was also reported to be expressed in the 
entire spectrum of tiie quiescent vasculature (arteries, veins, and capillaries) in a wide range of adult tissues. 

25 Wong et al., Circ. Res. 81(4). 567-574 (1997). It has been suggested that TIE-2 has a dual function m adult 
angiogenesis and vascular maintenance. 

The expression clonmg of human TIE-2 ligands has been described m PCT AppUcation Publication No. 
WO 96/11269 (published 18 April 1996) and in U;S. Patent No. 5,521,073 (published 28 May 1996). A vector 
designated as ;igtlO encoding aTIE-21igandNL7d«htic-21igand r or -hTLl* has been deposited under ATCC 

30 Accession No. 75928. A plasmid encoding anotiier TIE-2 ligand designated "htic-2 2" or "hTl^" is avaUable 
under ATCC Accession No. 75928. This second ligand has been described as an antagonist of tiie TAI-2 
receptor. The identification of secreted human and mouse ligands for die TIE2 receptor has been reported by 
Davis ei al„ gell 8L 1 161-1169 (1996), The human ligand designated "Angiopoictin-l" . to reflect its role in 
angiogenesis and potential action during hemopoiesis, is the same ligand as the ligand variously designated as 

35 ''htie-2 1 " or -hTL-1 " in WO 96/1 1269. Angiopoietin-1 has been described to play an angiogenic role later and 
distinct fromtiiatof VEGF(Surietal., CdlSZ. 1171-1180(1996)). Since TIE-2 is ^arendy upregulaicd 
during the pathologic angiogenesis requisite for tumor growtii (Kaipainen et al.. Cancer R^, 54» 6571-6577 
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(1994)) angiopoietin-1 has been suggested to be additionally useful for specifically targeting tumor vasculaniie 
(Davis et al., asQ). 

We herein describe die identification and characterization of novel TIE Ugand polypeptides . designated 
herein as PR01346 ftAypep6des. 

S 98. EKQim 

The low density IqwiHotein (LDL) recqHor is a membrane-bound protein that plays a toy role in 
cholesterol homeostasis. mediathigceUularuptateof Upoprotein partidesl^ high affinity binding to i^ 
apolipoprotem (apo) B-lOO and apoE. The ligand*inding domain of the LDL receptor contains 7 cysteine-rich 
repeats of approximately 40 amino adds, wheteui each repeat contains 6 cysteines, which form 3 mtra-repeat 

10 disulfidebonds. These uniqiie structural features provide the LDL receptor with its aWUty to specific 

widi q» B- 100 and ^E. theit*y allowhig for transport of these lipoprotein particles across ceUular membranes 
and metabolism of their conqwnents. Sohible fragments containing the extracellular domain of die LDL recqjtor 
have been shown to retain die abiUty to mteract widi its specific lipoprotein Uganda (Simmmis et al.. L^L 
Chem. 272:25531-25536 (1997)). LDL receptors are limhcr described in Javitt. £^S^-. 9(13): 1378-1381 

15 (1995). van Beikd. et al.. Athemscteoais. 1 18 Suppl:S43-S50 (1995) and Herz and Willnow. Ami,NYAq«d. 
Ssi.. 737:14-19 (1994). Thus, proteins having sequence identity with LDL receptors are of interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
LDL receptors, designated hereto as PRQ1131 polypeptides. 

20 99. PR01281 

Efforts are being undertaken by both industry and academia to identify new, native secreted iM«eins. 
Many of these efforts are focused on the screening of mammalian rccombinam DNA libraries to identify the 
"^^i,,^ie^iMC«foi^ovelle^^ 

secr«ed polypeptides, designated herein as ra01281 polypeptides. 

25 

100. PRO1064 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of tiiese efforts are focused on tiie screening of mammalian recombinant DNA libraries to 
identify the codmg sequences for novel membrane-bound proteins. We hereto describe die identification and 
30 characterization of novel transmembrane polypeptides, designated hereto as PRO1064 polypeptides. 

101. fSQiSH 

Efforts are betog undertaken by both industry and academia to identify new. native secreted proteins . 
Many of titese efforts are focused on ti» screentog of mammalian recombinant DNA libraries to identify the 
35 codmg sequences for novel secreted proteins. We hereto describe die identification and characterization of novel 
secreted polypeptides, designated hereto as PR01379 polypq>tides. 
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102. PR0844 

Proteases arc enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized. The 
mammalian protease enzymes play important roles m many different biological processes including, for example, 
5 protein digestion, activation, inactivation, or modulation of peptide hormone activity, and alteration of the 
physical properties of proteins and aizymes. Thus, proteases are of mtcrest. Also of interest are protease 
inhibitors. 

Of particular interest are serine proteases. In one study it was reported that when the serine protease 
hMntor antileukoprotcinasc (aLP) is injected, it accumulates in articular and extraarticular cartUage of normal 

10 rats. This physiological pathway of cartilage accumulation, lost in proteoglycan depleted arthritic cartUagc is 
believed to serve to mamtam the local balance between proteinase fimction and inW Burkhardt, ctal., L 
phyiimami- 24(6): 1 145-1 154 (1997). Moreover, aLP and other protease inhibitors have been reported to play 
a role in the in vitro growth of hematopoietc cells by the neutralization of protemases produced by bone marrow 
accessory cells. Gosklinlc.etai., L^il^-. 184(4):1305-1312(1996). Also of interest are mutants of aLP. 

15 Oxidation resistant mutants of aLPe have been reported to have significanl therapeudc effects on ammal models 
havingen^physema. ^-^-^^ Agents Actions SupdI,, 42:1 11-121 (1993). Thus, serine protease inhibitors 
are of interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
serine protease inhibitors, designated herein as PR0844 polypeptides, 

20 

103. mom 

Membrane-bound protcms of mterest include channels such as ion channels. Furthermore, membrane- 
bound proteins of interest include enzymes bound to intracellular vacuoles or organelles, such as transferases. 
For example, a peptide of interest is the GalNAc alpha 2, 6-sailytransferase as described in Kurosawa, et al.. 
25 J. Biol. Chem .. 269(2): 1402-1409 (1994). This peptide was constructed to be secreted, and retained its catalytic 
activity. The expressed en2yme exhibited activity toward asialomucin and asialofeniin, but not other 
glycoproteins tested. As sialylation is an inq)ortant function, sialyltransferases such as this one, and peptides 
related by sequence idend^, are of interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
30 sialyltransferases, designated herein as PR0848 polypeptides. 

104. PRO1097 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screemng of mammalian recombinant DN A libraries to identify the 
35 coding sequences for novel secreted proteins. We herein describe the identification and characterizadon of novel 
secreted polypeptides, designated herem as PRO1097 polypeptides. 
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105. EBQliSi ^ , , 

Effom are beii« undertaken iqr both industiy a«l acad^ 

proteins Maiv of these efforts are focused on the screenii* of inanmialu^ 

identify the coding sequences fenovdtransn»art,ran^ We hennn describe the identificadon «ul 

characterization of novel transmembrane polypq.tides, designated herein as PROl 1S3 polypeptides. 

5 

106. FBQilM ^ 
AmhiopeptidaseN causes enzymatic degradation of perordlyadmini«^ Tto. 

anunopeptidase N has been u«d in sn^Jies to devdop and identify 

peptide drugs by inhibiting their degradation. Aminopeptidases are also generally of intere« to use to degrade 
10 peptides. Aminopeptidases.particularlynovdamhkw*idasesaiette^^ 

inhibitors thereof are further described in Bcnikop-Schnurch and Marschutz. Eham^-. 14a):l8l-l85 
((1997);Lerche.etal.. Mafflm.fiai9ffl£.7(9):712-713(1996): Papapetropoulos.etal.. ]n,mmfi^rrm^ , 
32(l-3):153-156 (1996); Miyachi. et al.. LMgdLShsa.. 41(3):263-265 (1998): and Olsen. et al.. AirJsffi^ 

Med. Biol. . 421:47-57 (1997). 
15 we herein describe the identification and characterization of novd polypeptides to^ 

aminopeptidase N. designated herein as PROl 154 polypeptides. 
107- Plt01181 

Efforts are being undertaken by both mdustiy and academia to identify new, native secreted protems. 
20 Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences fornovel secreted protems. We herein describe the identification and characterization of novel 
secreted-polypeptides. designattdjiergn_as_ra ^ polypeptide s. 



108. PR01182 . . 

25 conglutinu. is a bovine serum protein that was originally described as a vertebrate 1^ 

which belongs to the famUy of C-type lectins that have four characteristic domains. (1) an N-terminal cysteine- 
rich domain. (2) a coUagen-like domain. (3) a neck domain and (4) a carbohydrate recogniUon domato (CRD). 
Recent reports have demonstrated that bovine conglutinin can inhibit hemagglutination by influenza A viruses 
asaresuh of Aeir lectin properties (Edaetal.. BioclsesLi 3 16:43-48 (1996)). It has also been suggested that 
30 lectinssnchasconglutinincanfunctionasimmunoglobulin-independent^^^^ 

„«dia.edmechanisms.Thus.conglutininhasbeeiishowntobeusefidforpurifyn««^^ «v«n, 
and for removing circulating immune complexes from patients plasma in ^ivo (Lim et al.. Rjocnep.. PpopHv?. 
ES^GJSHByiU 218:260-266 (1996)). We heiein describe the identification and chamcterization of novel 
polypeptides having homology to conglutinin protem. desigmited herein as PR01182 polypeptides. 

35 
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109. EBQllM 

Substance P and the related proteins, neurokimn A and neurokinin B have been reported as compounds 
i^ch elicit contraction of the ileum both directly through action on a muscle cell receptor and indirectly through 
stimulation of a neuronal receptor. This action leads to the release of acetylcholine which causes muscle 
contraction via muscarinic receptors. It has also been reported that neurokinin B was found to be the most potent 
5 agonist for the neuronal Substance P receptor and that neurokinin B can be inhibited by enkei^ialinamide. 
Laufer, et al. . PNAS USA. 82(21):74444-7448 (1985). Moreover, neurokinin B has been reported to provide 
neuroprotection and cognidve enhancement, and therefore believed to be useful for the treatment of 
neurodegenerative disorders, includmg alzheimers disease. Wenk, et al., pe^v. prain R^,^ 83(1-2): 129-133 
(1997). Tachykinins are also described in Chawla, et al., J. Como. Neurol. . 384(3):429-442 (1997). Thus, 
10 tachykinins, particularly those related to neurokiniii B are of interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
neurokinin B protein, designated herein as PROl 155 polypeptides. 

110. PR011S6 

IS Efforts are being undertaken by both industry and academia to idemify new, native secreted proteins. 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PROl 181 polypeptides. 

20 111, moim 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO1098 polypeptides. 

25 

112. EBQU27 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
30 secreted polypeptides, designated herein as PROl 127 polypeptides. 

113. PR01126 

The extracellular mucous matrix of olfactory neuroepitheltum is a highly organized structure in intimate 
contact with chemosensory cilia that house the olfactory transduction machinery. The major protein component 
35 of this extracellular matrix is olfactomedin, a glycoprotein that is expressed in olfactory neuroeptthelium and 
which form intennolecular disulfide bonds so as to produce a polymer (Yokoe et al . , Proc. Natl. Acad. Sci. USA 
90:4655-4659 (1993), Baletal.. Biochemistrv 32:1047-1053 (1993^ and Snydgret al , Biochemistry 3Q!9143- 
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9153 (1991)). Ii has been suggested that olfactomcdin may influence the maintenance, growth or differentiation 
of chcmoscnsory cilia on the apical dendrites of olfactory neurons. Given tiiis in^wrtant role, there is significant 
interest m identifying and characterizing novel polypeptides having homology to olfactomcdin. We herein 
describe the identification and characterization of novel polypeptides having homology to olfactomcdin protein, 
designated herein as PRO! 126 polypeptides. 

5 

114. PR0112S 

Of particular interest are proteins which have multiple Trp-Asp (WD) rqpeats. WD proteins are made 
t^ of highly conserved repeatmg units usually endmg with WD. They are found m eukaiyotcs but not in 
prokaryotes. They regulate celhilar functions, such as cell division, cell-fate determination, gene transcription, 
10 gene transcription, transmembrane signaling, mRNA modification and vesicle fusion. WD arc further described 
m Neer, et al., Nanire, 371(6495):297-300 (1994); Jiang and Stnihl, N^fuye, 391(6666):493^96(1998); and 
DeSilva, et al.. Genetics. 148(2):657-667 (1998). Thus, new members of thb si^rfamily are aU of interest. 

115. FRonm 

15 Protein A from Dendroaspis polylepis polylepis (black mamba) venom conq>rises 81 anuno acids. 

includmg ten hal f-cy stinc residues . Venoms are of mterest on tiie one hand as weapons in war, and on the other 

hand, to use in assays to determine agents which reverse or inhibit tiie effects of the venom or a similar poison. 

Black mamba venom is fiirtiier described in Int. J. Biochem .. 17(6):695^99 (1985) and Joubert and Strydom, 

^n ppp Sevlers Z Phvsiol. Chem. . 361(12): 1787-1794 (1980). 
20 We herein describe die identification and characterization of novel polypeptides haviiig homology to 

snake venom imrtein A, designated herein as PROl 186 polypeptides. 



116. EBQim 

Efforts are being undertaken by bodi industry and academia to identify new. native secreted proteins. 
25 Many of tiiese efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PROl 198 polypeptides. 

117. PR01158 

30 Efforts are being undertaken by both industry and academia to identify new. native membrane-bound 

proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify die coding sequences for novel transmembrane protems. We herein describe tiie identification and 
characterization of novel transmembrane polypeptides, designated herein as PROl 158 polypeptides. 

35 118. mmm 

Efforts are being undertaken by botii industry and academia to identify new. native secreted proteins. 
Many of these efforts are focused on the screenirig of mammalian recombinant DNA libraries to identify the 
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coding sequences for novel secreted proteins. We herein describe the identificatiGn and characterization of novel 
secreted polypeptides, designated herein as PR011S9 polypeptides. 

119. PR01124 

Ion channels are considered to be the gateway to the final frontier, die brain. Ion channels and die 

S receptors which control these channels are responsible for the passage of ions, or nerve inqiulses to be 
communicated from cell to cell, thus, ion channels are responsible for communication. In addition to their 
critical role in the brain, ion channels play a critical role m the heart as well as blood pressure. Ion channels 
have also been linked to other important bodily functions and conditions, as well as disorders, such as cystic 
fibrosis. For all of diese reasons, ion channels, such as sodium, potassium and chlmde channels, as well as all 

10 of their related proteins and receptors are of interest. For example, it has been reported that cystic fibrosis 
results from a defect in the chloride channel protein, cystic fibrosis transmembrane conductance regulator. 
McGill, ei al.. Pic. Pis. Sci ., 41(3):540-542 (1996). Chloride channels are further described in at least Fmn, 
et al., PNAS USA. 90(12):5691-569 (1993) and Fmn. et al., Mol. Cell Biochem.. 114(l-2):21-26 (1992). 

Also of interest are molecules related to adhesion molecules, as adhesion molecules are known to be 

15 involved in cell-cell signaling and interactions. More generally, all novel membrane bound-proteins are of 
interest. Membrane-bound proteins and receptors can play an important role in the formation, differemiation 
and maintenance of multiceUular organisms. The fate of many individual cells, e.g., proliferation, migration, 
differentiatian, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate enviroimient. This mformation is often transmined by secreted polypei^des (for instance, 

20 mitogenic factors, siuvival factors, cytotoxic factors, differentiationfactors, neuropeptides, andhormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. Such membrane- 
bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor 
I^iosphatases, receptors involved in cell-cell interactions, channels, transporters, and cellular adhesin molecules 
like selectins and integrins. For instance, transduction of signals that regulate cell growth and di^erentiation 

25 is regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that 
catalyze ihat process, can also act as growdi factor receptors. Examples include fibroblast growth factor receptor 
and nerve growth factor receptor. 

Membrane-bound proteins include those which are bound to the outer membrane and intracellular 
membranes and organelles. Membrane-bound proteins and receptor molecules have various industrial 

30 applications, including as pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can 
be employed as thers^utic agents to block receptor-ligand interaction. The membrane-bound proteins can also 
be enq>loyed for screening of potential peptide or small molecule inhibitors of die relevant receptor/ligand 
interaction. 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
35 Maiiy efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. Herein is presented a polypeptide and nucleic acid encoding therefor 
which has sequence identity with a chloride channel protein chloride channel protein and lung-endothelial cell 
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adhe^cm molecuie-l (ECAM-1). 

120. PR01287 

Fringe is a protein which specifically blocks serrate-mediated activation of notdi in the dorsal 
compartment of the Drosophila wing imaginal disc. Fleming et al.. Development. 124(15):2973-B1 <1997). 
5 Therefore* fringe protein is of mterest for both its role in development as well as its ability to regulate serrate, 
particularly serrate's signaling abilities. Also of interest are novel polypeptides which may have a role in 
development and/or regulation of serrate-like molecules. Of particular interest are novel polypq)tides having 
homology to friiige. 

We herein describe the identification and characterization of novel polypeptides having homology to 
10 fringe protem« designated herein as PR01287 polypqyttdes. 

121. mQl?l2 

Efforts are being undertaken by both industry and academia to idemify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
IS identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR01312 polypeptides. 

122. PR01192 

Membrane-bound proteins of myelin are of interest because of their possible implications in various 
20 nervous system disorders associated with inq>roper myelination. Myelin is a cellular sheath, formed by glial 
cells, that surrounds axons and axonal processes that enhances various electrochemical properties and provides 
trophic support to the neuron. Myelin is formed by Schwann cells in the peripheral nervous system (PNS) and 
by oligodendrocytes in^ie^ c^^ nervous system (CNS)~ ""Improper myelination of central"a^~p^pheral~ 
neurons occurs in a number of pathologies and leads to improper signal conduction within the nervous systems. 
25 Among the various demyelinating diseases Multiple Sclerosis is the most notable. 

The predominant integral membrane protein of the CNS myelin of amphibians, reptiles, birds and 
Tupmpiyig are proteolipid protein (PLP) and PO, the main glycoprotem in FNS myelin. (Schlieess and StofTel, 
Biol. Chem. Hopoe Sevier (1991> 372(9^:8 65-874). In view of the importance of membrane-bound proteins of 
the myelin, efforts are being undertaken by both industry and academia to identify and characterize various 
30 myelin proteins (see Stratmann and Jeseridi, J. Ncurochem (1995> <a£Q;2427-2436). 

123. £RQ1M 

Efforts are being undertaken by both industry and academia to idemify new, native secreted protems. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify die 
3S coding sequences for novel secreted proteins. We herein describe the identification and characterization of novel 
secreted polypeptides, designated herein as PRO1160 polypeptides. 
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124. EBQim 

Eflorts aie being undertaken by both industry and academia to identify new. native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA Ubraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characteriiation of novel 
secreted polypq>tides, designated herein as PR01187 polypeptides. 

5 

125. Esmias 

Efftms are being undertaken Iqr both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We hereto describe the identificationandcharacterizatioBof novel 
10 secreted polypeptides, designated hereto as PROl 185 polypqitides. 

126. 

Human tetranectto is a 202 amino add ptoteto encoded by a gene qwnningq^ximatefy 121d>pof 
DNA (Berglund et al., FEBSLett. 309: 15-19 (1992)). Tetranectin has been shown to be expressed to a variety 

15 of tissues and fimctions primarily as a plasminogen bfaidmgprotem. Tctranectto has been classified to a distinct 
group of die C-type lectin superfemily but has structural and possibly functional similariiy to die coUectin 
proteins (Nielsen et al.. FFBS Lett. 4l2(2):388-396 (1997)). Recent smdies have reported diat variability to 
serum tetranectin levels may be predictive of die presence of various types of cancers includtog, for exampU, 
ovarian and colorectal cancers (Hogdall et al, . AsBLfinffil- 35:63-69 (1996). Hogdall et al.. faff. J. C?q^PW 

20 31A(6):888-894 (1995) and Tuxen et al.. rancer Treat. Rev. 21(3):215-245 (1995)). As such, tiieie is 
significant toterest to identifying and characterizing novel polypeptides having structural and ftoictional similarity 

to the tetranectto proton. 

We hereto describe die identification and characterization of novel polypeptides having homology to 

tetranectto pioteto. designated hereto as PROl 345 polypeptides. 

25 

127. PR01245 

Efforts are being undertaken by both industry and academia to identify new. native secreted proteins. 
Many of these efforts are focused on flie screening of mammalian recombtoant DNA libraries lo identify the 
coding sequences for novel secreted proteins. We hereto describe die identification and characterization of novel 
30 secreted polypeptides, designated hereto as PR01245 polypeptides. 



128. mxm 

Serine protease inhibitors are of interest because they intobit catabolism and are sometimes associated 
with regeneration of tissue. For example, a gene encoding a plasma proteto associated with Uver legeneration 
35 has been cloned and termed regeneration-associated serpto-1 (RASP-1). New. et al., Bi«yJiffli. Biophys. Res. 
rr^mmiin- 223(2):404-412 (1996). While serine protease tohibitors are of toterest, particularty of toterest are 
dmse which have sequence idemity widi known serine protease inhibitors such as RASP-1. 
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We herein describe the identification and characterizaticm of novel polypeptides having homol<^ to 
RASP-1, designated hcrem as PR01245 polypeptides. 

m EBQim 

Efforts are being undenaksen by both industry and academia to identify new. native secreted protems. 
5 Many of these efforts are focused on the screenmg of mam m al i a n recombinant DNA Hbraries to identify the 
codmgsequencesfornovelsecretedproteins. Wehereindescribetheidentificaiiwiandcharacterizationofnovel 
secreted polypeptides, designated herein as PR01195 polypeptides. 

130. PRO1270 

10 The recognition of carbol^drates by lectins has been found to play an inqKwtant role in various aspects 

of eukaiyotic physiology. A number of different animal and plant lectin families exist, but it is die calcium 
dependent, or type C, lectins that have recemly garnered die most attention. For example, the recognition of 
carbohydrate residues on eidier endothelial celb or leukocytes by the selectin family of calcium dependent lectins 
has been found to be of profound in^wrtancc to die trafficking of leukocytes to inflammatory sites. Ladcy . L., 
15 f nn Rev. Biochem.. §4 1 13-139 (1995). The biophysical analysis of these adhesive interactions has suggested 
that lectin-carbohydratc binding evolved in diis case to allow for die adhesion between leukocytes and the 
endothelium under die high shear conditions of die vasculature. Thus, die rapid on rates of carbohydrate 
recognition by such lectins allows for a hasiy acquisition of ligand. a necessity under die high shear of die 
vascular flow . The physiological use of type C lectins in diis case is also supported by die relatively low affinities 
20 of diese interactions, a requirement for die leukocyte rolling phenomenon dial has been observed to occur at sites 
of acute inflammation. The crystal structures of die mannosc binding protein (Weis et al, , Science 254. 1608- 
1615 [1991]; Weis etal.. Nature 360 127-134 [19921) and E-selectin (Graves et al. , Nanire 3fiZ(6463). 532-538 
[1994]), togedier widi various mutagenesis analyses (Erbe et al., J. Cell7Bio^ 112(1). 215-227 [1992]; 
Drickamer. Namre m 183-186 [1992]; Idbstetal,, J. Biol. Chem. Ifi2(22), 15505-15511 [1994]; Kogan et 
25 al. , J. Biol. Chem, 220(23), 14047-14055 (1995]). is consistent with die supposition diat die Qpe C lectins are, 
in general, involved witii die rapid recognition of clustered carbohydrates. Togedier. diese data suggest diat type 
C lectins perform a number of critical i^ysiological phenomena dirough die r^id, relatively low affinity 
recognition of carbohydrates. 

Given die obvious in^rtance of die lectin proteins m numerous biological processes, efforts are 
30 currentiy being made to identify novel lectin proteins or proteins having sequence homology to lectin proteins. 
We herein describe die identification and characterization of novel polypeptides having homology to a lectin 
protein, designated herein as PRO1270 polypeptides. 

131. PR01271 

35 Efforts are being undertaken by bodi industry and academia to identify new, native tnembrane-bound 

proteins. Many of diese efforts are focused on die screening of mammalian recombinant DNA libraries to 
identify die coding sequences for novel transmembrane proteins. We herein describe die identification and 
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characterization of novel transmcmhrane polypeptides, designated herein as PR01271 polypeptides. 
132. PR0137S 

The proteins LICAM, G6PD and P55 are cadi associated with various known disease states. Thus, 
the genomic loci of Fuguruhripeshomologs of the human disease genes LICA^^ 
5 This analysis led to the the identification of putative protein 2 (PUT2), GENBANK locus AF026198, accession 
AF026198. (See GENBANK submission data). Thus, PITH and proteins which have sequence identity wilih 
PUT2, arc of interest. 



133. PRQPgg 

10 Efforts are being undertaken by both industry and acadcmia to identify new, native secreted proteins. 

Many of these efforts are focused on die screenmg of mammalian recombinant DNA Ubraries to idcnriftr tiw 
coding sequences for novel secreted proteins. We herein describe die identification and characterization of novel 
secreted polypeptides, designated hcrem as PR01385 polypeptides. 

IS 134. PR01387 

Membrane-bound proteins of myelin are of interest because of tiieir possible implications in various 
nervous system disorders associated widi improper myclination. Myelin is a cellular sheath, formed by glial 
cells, tiut surrounds axons and axonal processes tiiat enhances various electrochemical properties and provides 
trophic support to die neuron. Myelin is formed by Schwaiin cells in die peripheral nervous system (PNS) and 
20 by oligodendrocytes m die central nervous system (CNS). Improper myclination of central and periiAeral 
neurons occurs in a number of patiiologies and leads to improper signal conduction within die nervous systems. 
Am(Hig the various demyelinating diseases Multiple Sclerosis is Uie most notable. 

The predonunant integral membrane protein of die CNS myelin of amphibians, reptiles, birds and 
mammals are proteolipid protein (PLP) and PO. die main glycoprotein in PNS myelin. (Schliecss and Stoffel, 
25 rhem. Hoooe Sevier (1991) 3S(21l865-874). In view of die importance of membrane-bound proteins of 

die myelin, efforts are bemg undertaken by bofli industry and academia to identify and characterize various 
myelin proteins (see Stratmann and Jeserich, J. Neurochem (1995) ^MU2427-2436). 

We herein describe die identification and characterization of novel polypeptides having homology to 
myelin protein, designated herein as PR01387 polypeptides. 

30 

135. PR01384 

One class of receptor proteins diat has been of interest is die NKG2 family of type II transmembrane 
molecules diat are expressed in natural killer cells. These proteins, which have been shown to be covalcndy 
associated widi CD94, are involved in naniral killer cell-mediated recognition of differem HLA-allotypes 
35 (Plougastel, B. et al,. Eur. J. ImnunoL (1997) 22011:2835-2839), and interact widi major histocompatibility 
complex (MHC) class I to eidier inhibit or activate functional activity (Ho, EL. et al., Frvc. NatL Acad. Sci. 
(1998) ^011:6320-6325). Accordingly, die identification and characterization of new members of dus family 
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In a specific aspect, the invention provides an isolated nucleic acid molecule comprisiog DN A encoding 
a PR028i polypeptide, with or without the N-terminal signal sequence and/or the initiating mediionine, and its 
soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about awiinn acid 
position 1 to about amino add position 14 in the sequence of Figure 2 (SEQ ID N0:2}. The multq>le 
5 transmembrane domains have been tentatively identified as extending from about amino acid position 83 to about 
amino acid position 105, from about amino acid position 126 to about ammo acid position 146, firom about amino 
acid position 1S8 to about amino add position 177, from about amino acid position 197 to about amtnft add 
position 216, from about amino add position 218 to about amino acid position 238, &om about »rnmt% acid 
position 245 to about anuno add position 265, and from about amino acid position 271 to about amino add 
10 position 290 m the PR0281 amino acid sequence (Figure 2, SEQ ID N0:2). 

In another aspect, the mvention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about. 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when oon:^»ared with the 
amino acid sequence of residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID NO:2), or (b) the 
15 complement of the DNA of (a). 

Another embodunent is directed to fragments of a PR028 1 polypeptide coding sequence diat may find 
use as hybridization probes. Such nucleic acid fragmrats are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to abcnxt 50 
nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in length and may be derived 
20 from the nucleotide sequence shown m Figure 1 (SEQ ID NO: 1). 

In another embodiment, the invention provides isolated PR028i polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a spedHc aspect, the invention provides isolated native sequence PR0281 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 1 5 to about 345 of Figure 
25 2 (SEQ ID NO:2), 

In another aspect, the invention concerns an isolated PR0281 polypeptide, comprismg an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequeiK:e of amino acid residues 1 or about 15 to about 345. inclusive of Figure 2 (SEQ ID NO:2). 

30 In a further aspect, the invention concerns an isolated PR028 1 polypeptide, comprismg an amino add 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the ammo acid sequence 
of residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID N0:2). 

In yet another aspect, the mvention concerns an isolated PR0281 polypeptide, conq)rising the sequence 

35 of amino acid residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID N0:2), or a fragment thereof 
sufficient to provide a binding site for an anti-PR0281 antibody. Preferably, the PR0281 fragment retains a 
qualitative biological activity of a native PR0281 polypeptide. 
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In a still ftother aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions wifli (a) a DNA molecule encoding a PR0281 polypeptide having the 
sequence of amino acid residues from about 1 or about 15 to about 345. inclusive of Figure 2<SEQ ID N0:2). 
or (b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85* sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), tii) culturing a host ceU 
comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
Kcovering die polypeptide from the cell cultnre. 

In yet anodier embodimoit. die invoition concerns ironists and antagonists of a native PR0281 
polypeptide, in a particular embodiment, die agonist or antagonist is an anti-PR028l antibody. 

In a fimher embodiment, die invention concerns a metiiod of identifying agonists or anti^onists of a 
native PR0281 polypeptide by contacting die native PR0281 polypeptide widi a candidate molecule add 
monitoring a biolopcal activity mediated by sad polypeptide. 

In a still fimher embodunoit. die hivention concerns a composition comprising a PRQ281 polypeptide, 
or an agonist or antagonist as hereinabove defmed. in combination widi a phannaceudcally acceptable carrier. 



15 



2. fBQSI& 

A cDNA clOTie (DNA16435-1208) has been identified diat encodes a novel polypqKide having two 
transmembrane domains and designated in die present qiplication as "PR0276." 

In one embodiment, die invention provides an isolated nucleic acid molecule conning DNA encoding 

20 a PR0276 polypqidde. 

In one aspea. die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
iweferably at least about 85% sequence identiQr. more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNAmol^Sae^5codiiigTPR0276-polypeptide ha^ 
die sequence of amino acid residues from about 1 to about 251. inclusive of Figure 4 (SEQ ID NO:6), or (b) 

25 die complemott of die DNA molecule of (a). 

In anodier aspect, die invention concerns an isolated nucleic acid molecule encoding a PR0276 
polypeptide comprising DNA iQfbridizing to die complemem of die nucleic acid between about residues 180 and 
about 932, inclusive, of Figure 3 (SEQ ID N0:5). Preferably, hybridization occurs under stringent hybridization 
and wash conditioiis. 

30 In a fiirther aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identiqr. preferably at least about 85% sequence identity, more preferably at kast 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mamie polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209930 
(DNA16435-1208), or (b) die complemem of die DNA molecule of <a). In a preferred embodimem, die mideic 

35 acid conqirises a DNA encodmg die same mature polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 209930 {DNA16435-1208). 
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In a still further aspect, tbe invention concems an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 25 1, inclusive of Figure 4 (SEQ ID N0:6), 
or the complement of the DNA of (a). 

5 In a further aspect, the invention concems an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR0276 polypeptide having the sequence of 
amino acid residues from about 1 to about 251, mclusive of Figure 4 (SEQ ID N0:6). or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 

10 at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprismg DNA encocUng 
a PR0276 polypeptide in its soluble, i.e. transmembrane domains deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domains are at about amino acds 

15 98-116 and 152-172. 

In another aspect, the mvention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi the 
ammo acid sequence of residues 1 to about 251. inclusive of Figure 4 (SEQ ID NO:6), or (b) the complement 

20 of the DNA of (a). 

Another embodiment is directed to fragments of a PR0276 polypeptide codmg sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
25 In another embodiment, the invention provides isolated PR0276 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0276 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 through 25 1 of Figure 4 (SEQ ID NO:6). 
In another aspect, the mvention concems an isolated PR0276 polypeptide, comprismg an amino acid 
30 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, nrore 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 251, inclusive of Figure 4 (SEQ ID N0:6). 

In a further aspect, the invention concems an isolated PR0276 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
35 about90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 through 251 of Figure 4 (SEQ ID NO:6). 



44 



wo 99/63088 



PCTAJS99/122a 



In yet another aspect, the invention concerns an isolated PR0276 polypci^ide, comprising &e sequence 
of amino acid residues 1 to about 251. inclusive of Figure 4 <SEQ ID NO:6). or a fragment thereof sufficient 
to provide a binding site for an anti.PR0276 antibody. Preferably, the PR0276 fragment retains a qualitative 
biological activity of a native PR0276 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizmg a test DN A 
5 molecule under stringent conditions witii (a) a DNA molecule encoding a PR0276 polypeptide having ihc 
sequence of amino acid residues from about I to about 25 1 , inclusive of Figure 4 (SEQ ID NO:©, or (b) the 
complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more fwcferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , <u) culniring a host ceU comj^iaog 
10 the test DNA molecule under conditicms suitable for cjqMression of the polypeptide, and (iii) recovering die 
polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of a native PR0276 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0276 antibody. 

In a further emboduncm, die invention concerns a mcdiod of identifying agonists or antagonists of a 
15 native PR0276 polypeptide, by contacting die native PR0276 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die hiv^tion concerns a composition comprising a PR0276 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination widi a pharmaceuticaDy acceptable carrier, 

20 3. PR0189 

A cDNA clone (DNA2I624-1391) has been identified thai encodes a novel polypeptide, designated in 
die present application as -PR0189". PR0189 polypeptides have a cyiosolic fatty-acid binding domain. 

In one embodiment, die inveSOTprowd^an isolated nuc 
a PR0189 polypeptide. 

25 In om; aspect, die isolated nucleic acid conq)rises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0189 polypeptide having 
die sequence of amino acid residues from about 1 to about 367. inclusive of Figure 6 <SEQ ID NO:8). or (b) 
die complemem of die DNA molecule of (a). 

30 In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0189 

polypeptide comprising DNA hybridiring to die complement of die nucleic acid between about residues 200 and 
about 1300, inclusive, of Figure 5 (SEQ ID N0:7). Preferably, hybridization occurs under stringent 
hybridization and wash c o nditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA havirig 

35 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mamrc polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209917 
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(DNA21624-1391), or (b) the complement of the DNA molecule of (a). In a prefened embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No, 209917 (DNA21624.1391). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule conprismg (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
5 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 367, inclusive of Figure 6 (SEQ ID N0:8), 
or the complement of the DNA of (a). 

In a further aspea, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0189 polypeptide 
10 having the sequence of amino acid residues from about 1 to about 367, inclusive of Figure 6 (SEQ ID N0:8), 
or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % 
sequence identity, preferably at least about an 85% sequence identity, more.preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 
molecule. 

15 In another aspect, the invention concerns an isolated nucleic acid molecule con^msing (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 
amino acid sequence of residues I to about 367, inclusive of Figure 6 (SEQ ID NO:8). or (b) the conq)lement 
of the DNA of (a). 

20 In another embodiment, die invention provides isolated PRO 1 89 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0189 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 through 367 of Figure 6 (SEQ ID N0:8). 
In another aspect, the invention concerns an isolated PR0189 polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence idcmity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues I to about 367. inclusive of Figure 6 (SEQ ID N0:8). 

In a fiuther aspea. the invention concerns an isolated PR0189 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
30 about 90% positives, most preferably at least about 95% positives when conq>ared with the amino acid sequence 
of residues 1 tiirough 367 of Figure 6 (SEQ ID N0:8). 

In a still funfaer aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0189 polypeptide having the 
sequence of amino acid residues from about 1 to about 367, inclusive of Figure 6 (SEQ ID N0:8), or (b) the 
35 conq)lement of the DNA molecule of (a), and if the test DNA molecule has a least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
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the test DNA molecule under conditions suitable for ejqnression of the polypeptide, and (iii) recovering the 
polypq>tide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR0189 
polypcpdde. In a particular embodiment, the agonist or antagonist is an anti-PR0189 antibody. 

In a further embodiment, the invention concerns a method of identifying a^anisis or antagonists of a 
5 native PR0189 polypeptide, by contacting the native PR0189 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition conqwising a PR0189 polypqrtide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

10 4. Esmss 

Applicants have identified a cDN A done that encodes a novel polypeptide having seven transmembrane 
domains and havii^ sequence identity with CMP-sialic acid and UDP-gaiactose transporters, wherein die 
polypeptide is designated in the present s^lication as ''PRO190'*. 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DSA encodipg 

15 a PRO190 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO190 
polypeptide having amiiw acid residues 1 througih 424 of Figure 9 (SEQ ID NO: 14), or is complemcniafy to such 
encoding nucleic acid sequence, and remains stably bound to it under at least nuxlerate, and opticmally, under 
high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the vector 
deposited on June 2, 1998 with die ATCC as DNA23334-1392 which includes the nucleotide sequence encoding 

20 PRO190. 

In another embodiment, the invention provides isolated PRO190 polypeptide. In particular, the 
invention provides isolated native sequence PRO190 polypeptide, which in one embodimem, includes an amino 
addsequenccx^ristog^^ 

die present invention is directed to an isolated PRO190 polypeptide, excludmg die transmembrane domains. 
Optionally, the PRO190 pdypeptide is obtained or is obtainable by e^jressing die polypeptide encoded by the 
cDNA insert of die vector deposited on June 2. 1998 widi die ATCC as DNA23334-1392. 

In anodier embodiment, die invention provides an expressed sequence tag (EST) co^^lrising die 
nucleotide sequence of SEQ ID N0:I5. 

30 5. FRQ34I 

A cDNA clone (DNA26288- 1239) has been identified diat encodes a novel transmembrane polypeptide, 
designated in the present i^lication as "PR0341 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0341 polypeptide. 

35 In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least abom 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR034 1 polypeptide having 
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the sequence of amino acid residues from about 1 or about 18 to about 458. inclusive of Figure 12 (SEQ ID 
NO:20), or (b) the complement of the DNA molecule of (a). 

In another aspea, the invention concerns an isolated nucleic acid molecule encoding a PR0341 
polypeptide comprising DNA hybridizing to the conq)lemem of the nucleic acid between about nucleotides 380 
or about 431 and about 1753, inclusive, of Figure 1 1 (SEQ ID NO: 19). Preferably, hybridization occurs under 
S stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least abwit 95% sequence identity to (a) a DNA molecule 
encoding the same mamte polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209792 
10 (DNA26288-1239) or (b) the complement of the nucleic acid molecule of (a), hi a preferred embodiment, the 
nucleic acid comprises a DNA encoduig the same manire polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 209792 (DNA26288-1239). 

In still a further aspect, the inveiuion coiscems an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
15 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 18 to about 458, inclusive of Figure 12 (SEQ ID 
NO:20), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 165 
nucleotides and produced by hybridizing a test DNA molecule under stringem conditions with (a) a DNA 
20 molecule encoding a PR0341 polypeptide having die sequence of amino acid residues from 1 or about 18 to 
about 458, inclusive of Figure 12 (SEQ ID NO:20), or (b) the complement of die DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 
25 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR034I polypeptide, with or without die N-terminal signal sequence and/or the initiating methionine, and its 
soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 17 in the sequence of Figure 12 (SEQ ID N0:20). The transmembrane 
30 domains have been tentatively identified as extending from about amino acid position 171 to about amino acid 
position 190, from about amino acid position 220 to about amino acid position 239, from about amino acid 
position 259 to about amino acid position 275, from about anuno acid position 286 to about amino acid position 
305, from about amino acid position 316 to about amino acid position 335, from about amino acid position 353 
to about amino acid position 378 and from about amino acid position 396 to about amino acid position 417 in 
35 tiie PR0341 amino acid sequence (Figure 12, SEQ ID NO:20). 

In another aspect, die invention concerns an isolated nucleic acid molecule conq)rising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
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10 



preferably at least aboul 90% positives, most preferably at least about 95% positives when compared with tlie 
amiDO acid sequence of residues 1 or about 18 to about 458, inclusive of Figure 12 (SEQ ID NO:20). or (b) the 

complement of the DNA of (a). 

Anodier embodiment is directed to fragments of a PR0341 polypeptide coding sequence that may lind 
use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides to 1^ 
preferably from about 20 to about 60 nucleotides to lengfli. mote preferably from about 20 to about 50 
nucleotides to lengfli and most preferably from about 20 to about 40 nucleotides to length and may be derived 
from die nudeotide sequence shown to Figure 11 (SEQ ID N0:19). 

In anodier embotfment, die favendon provides isolated PR0341 polypeptide encoded fay any of die 
isolated nucleic add sequoiees heretoabove idendfied. 

In a spedfic aspect, die tovention provides isolated native sequeioe PR(mi polypeptide, which to 
certato embodiments, inchides an amino add sequence comprising residues i or about 18 to about 458 of Figure 
12(SEQIDNO:20). 

In anodier aspect, die tovention concerns an isolated PR0341 polypeptide, conning an amtoo add 
sequence havtog at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
15 preferably at least about 90% sequence identic, most preferably at least about 95% sequence identity to die 
sequence of amtoo acid residues 1 or about 18 to about 458. inclusive of Figure 12 (SEQ ID NO:20). 

In a fimhcr aspect, die tovention concerns an isolated PR034 1 polypeptide, conqirising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared vndi die amino acid sequence 
20 of residues 1 or about 18 to about 458. indusivc of Figure 12 (SEQ ID NO:20). 

In yet anodier aspea, die tovention concerns an isolated PR034 1 polypeptide, comprising die sequence 
of amino add residues 1 or about 18 to about 458. inclusive of Figure 12 (SEQ ID NO:20), or a fragment 
dtereofsuffident^provrdTa btodtogTitTfbr^^ Seferab^thc PR034 1 fragment- 

retains a qualitative biological activity of a native PR0341 polypejMide. 
25 In a stiUftodieraqiea. die tovention provides a polypeptide produced by <i)hybridiztog a test DNA 

molecule under stringent conditions widi (a) a DNA molecule encoding a PR0341 polypeptide havtog die 
sequence of amino acid residues from about 1 or about 18 to about 458. toclusive of Figure 12 (SEQ ID NO:20), 
or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least abom an 85% sequence identity, more preferably at least about a 90% 
30 sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). <ii) culturing a host ccU 
compristag die test DNA molecule under conditions suitable for e:q)ression of die polypeptide, and (iu) 
recovering die polypeptide from die cell culture. 

In anodier embodunent. die invention provides an expressed sequence tag ^ST) designated hereto as 
PNA12920 compristog die nudeotide sequence of SEQ ID N0:21 (see Figure 13). 

35 
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6. mom 

A cDNA clone {DNA26843-1389) has been identified that encodes a novel polypeptide having multiple 
transmembrane domains designated in the present s^lication as "PRO 180". 

In one embodiment^ the invention provides an isolated nucleic acid molecule conq>risiiig DN A encoding 
a PRO180 polypqydde. 

5 In one aspea, tiie isolated nucleic acid con^xrises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI80 polypeptide having 
the sequence of amino acid residues from about 1 to about 266, inclusive of Figure 15 (SEQ ID NO:23), or (b) 
the conq>lement of the DNA molecule of (a). 
10 In another aspect, the invention concerns an isolated nucleic acid molecule encodiog a PROi80 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about imcleoddes 121 
and about 918, inclusive, of Figure 14 (SEQ ID NO:22). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule conqnising DNA having 
15 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203099 
(DNA26843-1389), or (b) the conq)lement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
20 Deposit No. 203099 (DNA26843-1389). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising <a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% seq^ience 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues fixnn about 1 to about 266, inclusive of Figure 15 (SEQ ID 
25 NO:23). or the conq>lemem of the DNA of (a). 

In a fortiier aspect, die invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditiras with (a) a DNA molecule encoding a PRO180 polypeptide having the sequence of 
amino acid residues from about 1 to about 266, inclusive of Figure 15 (SEQ ID NO:23), or (b) the complement 
30 of the DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule conqirising DNA encoding 
a PRO180 polypeptide in its soluble form, i.e. transmembrane domains deleted or inactivated variants, or is 
35 complementary to such encoding nucleic acid molecule. The transmembrane domains are shown in Figure 15. 
It is believed that PRO180 has a type II transmembrane domain from about amino acids 13-33 of SEQ ID 
NO:23. 
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In another aspect, the invention concerns an isolated nucleic acid molecule comprising ta) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 266, inclusive of Figure 15 (SEQ ID NO:23). or (b) the complemcm 
oftheDNAof(a). 

5 Ano&er embodiment is directed to fragments of a PRO180 polypeptide a 

use as Iqrbridization probes. Such nucleic acid fragments are from about 20 to about 

preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about W to about 50 

nucle<«ides in length, and most preferably from about 20 to about 40 nucleotides in leagtii. 

In anotiicr embodiment, die invention provides isolated PRO180 polypeptide cnco^ by any of the 

10 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO180 polypeptide, wW^^ 

embodiment, includes an amino acid sequence comprising residues 1 through 266 of Figure 15 (SEQ ID NO:23). 
In another aspect, the invention concerns an isolated PRO180 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
15 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

sequence of amino acid residues 1 to about 266. inclusive of F^;urc 15 (SEQ ID NO:23). 

In a further aspect, the mvention concerns an isolated PRO180 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

about 90% positives, most preferably at least about 95% positives when compared witii the amino acid sequence 
20 of residues Itiirough 266 of Figure 15 (SEQ ID NO:23). 

In yet another aspect, the invention concerns an isolated PRO 180 polypeptide, comprising the sequence 

of amino acid residues I to about 266, inclusive of Figure 15 (SEQ ID NO:23), or a fragmem thereof suffficiem 

t^r^Tbtoding site for an anti^ROlSO antibo^^TrefCT^bly. the MO 180 fragment retaimTqualiiative 

biological activity of a native PRO180 polypeptide. 
25 In a still further aspect , ti» invention fMovides a polj^xqmde produced by <i) hybridiang a test DN A 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO180 polypeptide having the 

sequence of amino acid residues from about 1 to about 266, inclusive of Figure 15 (SEQ ID NO:23), or (b) the 

conq)lement of the DNA molecule of (a), and if die test DNA molecule has at least abom an 80% sequence 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
30 identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host cellx:onQ)rising 

the test DNA molecule under conditions suitable for expression of tiie polypeptide, and (iii) recovering the 

polypeptide from tiie cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO180 

polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR0180 antibody. 
35 In a further embodnncm. the invention concerns a method of identifymgagon^ or antagonists of a 

native PRO180 polypeptide, by contacting the native PRO180 polypeptide witii a candidate molecule and 

monitoring a biological activity mediated by said polypeptide. 
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In a still further embodiment, the invention concerns a composition comprising a PRO180 polypeptide, 
or an agonist or antagonist as hei^inabove defined, in combination with a pharmaceutically acceptable carrier. 

In anodicr embodiment, the invention provides an expressed sequence tag (EST) (DNA12922) 
comprising the nucleotide sequence of Rgurc 16 (SEQ ID NO:24). 

7. £RQ|21 

Applicants have identified a cDNA clone that encodes a novel transmembrane polypeptide, wherein the 
polypeptide is designated in the present plication as **PROi94". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encodmg 
a PR0194 polypeptide. In one aspect, the isolated nucleic acid conqirises DNA encodipg the PR0194 
polypeptide havmg amino acid residues 1 to 264 oiF Figure 18 (SEQ ID NO:28), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated micleic acid comprises DNA encoding the PR0194 
polypeptide having amino acid residues about 18 to 264 of Figure 18 (SEQ ID NO:28) or amino acid 1 or about 
18 to X of Figure 18 (SEQ ID NO:28), where X is any amino acid from 96 to 1 OS of Figure 18 (SEQ ID 
NO:28), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at 
least moderate, and optionally, under high stringency conditions. The isolated nucleic add sequence may 
comprise the cDNA insert of the DNA26844-1394 vector deposited on June 2. 1998 as ATCC 209926 which 
uicludes the nucleotide sequence encoding PR0194. 

In another embodiment, the invention provides isolated PR0194 polypeptide. In particular, the 
invention provides isolated native sequence PR0194 polypeptide, which in one embodimcm, includes an amino 
acid sequence comprising residues 1 to 264 of Figure 18 (SEQ ID NO:28). Additional embodiments of the 
present invention are directed to PR0194 polypeptides comprising amino acids about 18 to 264 of Figure 18 
(SEQ ID NO:28) or amino acid 1 or about 18 to X of Figure 18 (SEQ ID NO:28), where X is any amino acid 
from 96 to 105 of Figure 18 (SEQ ID NO:28). Optionally, the PR0194 polypeptide is obtained or is obtainable 
by expressing the polypeptide encoded by the cDNA insert of the DNA26844-1394 vector deposited on June 2. 
1998 as ATCC 209926. 

8. PRO203 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity to 
glutathione-S-transferase, wherem the polypeptide is designated in the presem application as "PRO203". 

In one embodiment, the invemion provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO203 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding die PRO203 
polypeptide having ammo acid residues 1 to 347 of Figure 20 (SEQ ID NO:30), or is conylementary to such 
encoding nucleic acid sequence, and remains stably bound to it under a least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO203 
polypeptide having ammo acid residues X to 347 of Figure 20 (SEQ ID NO:30), where X is any amino acid from 
83 to 92 of Figure 20 (SEQ ID NO:30), or is conq)lementary to such encoding nucleic acid sequence, and 
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ranainssttbly bound to it imder at least moderate, and c^^ 

isolated mideic acid sequence may comprise die cDN A insert of die DNA30862-1396 vector deposited on June 
2. 1998, as ATCC 209920 wWch includes tibe nucleotide sequence encoding PRO203. 

In anodier embodimem, die invention provides isolated PRO203 polypeptide. In particular, the 
invention provides isolated native sequence PRO203 polypeptide, which m one embodimeDt. inchides an amino 
acid sequence comprising residues 1 to 347 of Figure 20 (SEQ ID NO:30>. Additional embodimcms of the 
present invention are directed to PRO203 polypeptides comprising ammo add X to 347 of Figure 20 (SEQ ID 
NO:30), where X is any amino acid ftom 83 to 92 of Figure 20 (SEQ ID NO:30). Optionally, die PRO203 
polypeptide is obtamed or is obtainable by expressing the polypeptide encoded by die cDNA msert of die 

DNA30862-1396 vector deposited <m Jiiae 2, 1998, as ATCC 209920. 

In anodier embodimem. die invention provides an expressed sequence tag (EST) designate 

DNA1S618 which comprises die nucleotide sequence of Figure 21 (SEQ ID N0:31). 



9. mom 

A cDNA clone (DNA35680-1212) has been identified which encodes a polypeptide designated in die 
15 present «pplic«&oa as "PRO290.- PRO290 polypeptides have sequence identity widi NTO-l. FAN and beige. 

In one embodimem. die mvention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO290 polypeptide. 

In one aspect, die isolated nucleic acid c<«nprises DN A having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 

20 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO290 polypeptide having 
die sequence of amino acid residues from about I to about 1003. inclusive of Figure 23 (SEQ ID NO:33). or 
(b) die complement of die DNA molecule of (a). 

In anodier aspect, die invention concerns an isolated nucleic acid molecule cncodmg a PROa90 
polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about residues 293 and 

25 about 3301. inchisive. of Figure 22 (SEQ ID NO:32). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aqieci. die invention concerns an isolated nucleic acid molecule conqirising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
abom 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

30 encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209790 
(DNA35680-1212), or (b) die complement of die DNA molecule of (a). In a preferred embodimem. die nucleic 
add comprises a DNA encoding die same nuttuie polypeptide encoded by die human proton cDN A in ATCC 
Dqwsit No. 2)9790 (DNA35680-1212). 

In a still fiirdier a^. die invention concenis an isolated nucleic acid molecule comprising (a) DNA 

35 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least abom 90% sequence idemity. most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 1 to about 1003, indusive of Figure 23 (SEQ ID 
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NO:33), or the complement of the DNA of (a). 

In a. further aspect, the invention concerns an isolated nucleic acid molecule produced by fayhridizmg 
a test DNA molecule under stringent conditions with (a) a DNA molecule encodmg a PRQ290 polypeptide 
havipg the sequence of amino acid residues from about 1 to about 1003, inclusive of Figure 23 (SEQ ID NO:33). 
or (b) die complement of die DNA molecule of (a), and, if the DNA molecule has at least about an 80% 
S sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity^ most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 
molecule. 

In anodier aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
10 preferably at least about 90% positives, most preferably at least about 95% positives when conq>ared widi die 
amino acid sequence of residues 1 to about 1003, inclusive of Figure 23 (SEQ ID NO:33), or (b) die complement 
ofdieDNAof(a). 

In another embodiment, the invention provides isolated PRO290 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
15 In a specific aspect, the mvention provides isolated native sequence PRO290 polypeptide, ^;^iich in one 

embodimem, includes an amino acid sequence comprising residues 1 through 1003 of Figure 23 (SEQ ID 
NO:33). 

In another aspect, the invention concerns an isolated PRO290 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identic, more 
20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 1(X)3, inclusive of Figure 23 (SEQ ID NO:33). 

In a further aspect, the invention concerns an isolated PRO290 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
25 of residues 1 through 1003 of Figure 23 (SEQ ID NO:33}. 

In a still fiuther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PRO290 polypeptide having the 
sequence of amino add residues from about 1 to abom 1003, inclusive of Figure 23 (SEQ ID NO:33), or (b) 
die complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
30 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cultmiiig a host cell comprising 
die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodimem, die invention concerns agonists and antagonists of the a lutive PRO290 
35 polypeptide. In a particular embodimem, the agonist or antagonist is an anti-PRO290 antibody. 

In a further embodimem, die mvention concerns a mediod of identifying agonists or antagonists of a 
native PRO290 polypeptide, by contacting die native PRO290 polypeptide widi a candidate molecule and 
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monitoring a biological activity mediated by said polypqitide. 

In a still funher embodiment, the invention concerns a conq)osition comprising a PRO290 polypeptide, 
or an agoxust or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

10. PRQSM 

5 Applicants have identified a cDNA clone that encodes a novel multi-span transmembrane polypqitide, 

which is designated in the present s^licatioo as ''PR0874*. 

In one embodiment, die invention provides an isolated nucleic acid molecule oonaprising DN A encoding 
a PR0874 polypeptide, in one aspect, the isolated nucleic add comprises DNA encoding the PR0874 
polypeptide havmg amino acid residues i to 321 of Figure 25 <SEQ ID NO:36), or is conq>lementary to such 

10 encodmg nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditicms. In other aspects, the isolated nucleic acid conq)rises DNA encoding the PR0874 
polypeptide having amino acid from about X to 321 of Figure 25 (SEQ ID NO:36), where X is any amino acid 
from about 270 to about 279 of Figure 25 (SEQ ID NO:36), or is complemedtaiy to such encodmg nucleic acid 
sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency 

15 conditions. The isolated nucleic acid sequence may comprise the cDNA insert of die DNA40621-1440 vector 
deposited on June 2, 1998, as ATCC 209922 whidi includes the nucleotide sequmce encoding PR0874. 

In anodier embodiment, the invention provides isolated PR0874 polypeptide. In particular, die 
invention provides isolated native sequence PR0874 polypeptide, which in one embodunent, includes an amino 
acid sequence conq>rising residues 1 to 321 of Figure 25 (SEQ ID NO:36). Additional embodiments of die 

20 present invention are directed to PR0874 polypeptides comprising amino acids X to 32 1 of Figure 25 (SEQ ID 
NO:36), where X is any amino acid from about 270 to about 279 of Figure 25 (SEQ ID NO:36). Optionally, 
the PR0874 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 

ofthe DNA40621-1440 vcctor deposited on June 2, -1998, as ATCC 209922 

25 11. FR071P 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to CDC45 
protein, wherein the polypeptide is designated in die present application as ''PRO710\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA enoodii^ 
a PR0710 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PRO710 

30 polypeptide having amino acid residues 1 to 566 of Figure 27 (SEQ ID N0:41), or is complementary to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PRO710 
polypeptide having amino acid residues about 33 to 566 of Figure 27 (SEQ ID NO:41) or amino add 1 or about 
33 to X of Figure 27 (SEQ ID N0:41), where X is any amino acid from 449 to 458 of Figure 27 (SEQ ID 

35 N0:41), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under at 
least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise die cDNA insert of die DNA44161-1434 vector deposited on May 27, 1998 as ATCC 209907 which 
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includes the nucleotide sequence encoding PRO710. 

In another embodiment, the invention provides isolated PRO710 polypeptide. In particular, the 
invention provides isolated native sequence PRO710 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 566 of Figure 27 (SEQ ID N0:41), Additional embodiments of the 
present invention are directed to PRO710 polypeptides comprising amino adds about 33 to 566 of Figure 27 
5 (SEQ ID N0:41) or amino acid 1 or about 33 to X of Figure 27 (SEQ ID N0:41), where X is any ammo acid 
from 449 to 458 of Figure 27 (SEQ ID N0:41). Optionally, the PR07 10 polypeptide is obtained or is obtainable 
by e:q)rcssing die polypeptide encoded by die cDNA insert of the DNA44161.1434 vector deposited on May 27, 
1998asATCC 2099(n. 

In anodier embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
10 DNA38190 con^nrismg the nucleotide sequence of Figure 28 (SEQ ID N0:42). 

12. EBQllSI 

A cDNA clone (DNA44694-1500) has been identified, havmg homology to nucleic acid encoding Clq 
protein, tiiat encodes a novel polypeptide, designated in tbt present application as "PR0115r. 
X5 in one embodhnem, the invention provides an isolated nucleic acid molecule comprising DN A enc^ 

a PR01151 polypqitide. 

In one aspect, the isolated nucleic acid con^mses DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 15 1 polypeptide haviog 

20 the sequence of amino acid residues from about 1 or about 21 to about 259. inclusive of Figure 30 (SEQ ID 
NO:47), or (b) die complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 151 
polypeptide conqmsing DNA hybridizing to the complement of the nucleic acid between about nucleotides 272 
or about 332 and about 1048, inclusive, of Figure 29 (SEQ ID NO:46). Preferably, hybridization occurs under 

25 stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203114 

30 (DNA44694-1500) or (b) die complement of die nucleic acid molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 2031 14 (DNA44694.1500). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

35 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID 
NO:47), or (b) die complement of die DNA of (a). 
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In a further aspea, the invention concerns an isolated nucleic acid molecule haviog at least 10 
nucleotides and pxoduced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROl IS 1 polypeptide having the sequence of amino acid residues &om 1 or about 21 to 
about 259, inclusive of Figure 30 (SEQ ID NO:47), or (b) the complement of die DNA molecule of (a), and, 
if the DNA molecuk has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 

5 identity, more preferably at least about a 90% sequeiK« identity, most preferably at least about a 95% sequence 
identic to (a) or (b), isolatk^ the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprisii^ DNA encoding 
a PROl 15 1 polypeptide, with or without the N-terminal signal sequence and/or the mitiadng methionine, or is 
complementary to such encodmg nucleic acid nx>lecule. The signal peptide has been tentatively id^fied as 

10 extending from about amino acid position 1 to about amino acid position 20 in the sequence of Figure 30 (SEQ 
IDNO:47). 

In another aspect, the invention concerns an isolated nucleic acid molecule conqyrising <a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared witik the 
15 amino acid sequence of residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID NO:47), or (b) the 
complemem of die DNA of (a). 

Anodier embodiment is directed to fragments of a PRO 1151 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in lei^, more preferably from about 20 to about 50 
20 nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 29 (SEQ ID NO:46). 

hi another embodiment, die invention provides isolated PROl 151 polypeptide encoded by any of die 
^lat^^ucleic~acidlj^[u^^here 

In a specific aspea, die invention provides isolated native sequence PROl 151 polypeptide, which in 
25 certain embodiments, includes an amino acid sequence comprising residues 1 or about 2 1 to about 259 of Figure 
30 (SEQ ID NO:47). 

In another aspect, the invention concerns an isolated PROl 151 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

30 sequence of amino acid residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID NO:47). 

In a fimher aspect, the invention concerns an isolated PROl 151 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, tnore preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with die amino acid sequence 
of residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID NO:47). 

35 In yet another aspect, die invention concerns an isolated PRO 1151 polypeptide, conqnising the sequence 

of amino acid residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID NO:47), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 151 antibody. Preferably, die PRO! 151 fragment 
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retains a qualitative biological activity of a native PR01151 polypefytide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DN A 
molecule under stringent conditions with (a) a DNA molecule cncodir^ a PR01151 polypeptide having the 
sequence of amino acid residues from about 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID 
NO:47). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 
5 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90* 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b). (u) culturing a host cell 
conq)rising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from die cell culture. 

In yet anotiier embodiment, die invention ccmcems agonists and antagonists of a native PR01151 
10 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 151 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01151 polypeptide by contacting the native PR01151 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 15 1 polypqidde, 
15 or an agonist or antagonist as hereinabove defmed, in combination widi a pharmaceuticaUy acceptable carrier. 

13. PR01282 

A cDNA clone (DNA45495-1550) has been identified that encodes a novel polypeptide having sequence 
identity with leucine rich repeat proteins and designated in the present application as "PR01282." 
20 In one embodimem, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01282 polypeptide. 

In one aspect, the isolated nucleic acid conqyrises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence idcntiQf, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01282 polypeptide having 

25 die sequence of amino acid residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52), or 
(b) the complement of the DNA noolecule of (a). 

In anodier aspect, the mvention concerns an isolated nucleic acid molecule encoding a PR01282 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about residues 189 and 
about 2138, inclusive, of Figure 31 (SEQ ID N0:51). Preferably, hybridization occurs under stringent 

30 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203156 

35 (DNA45495-1550), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding die same mattire polypeptide encoded by die human protein cDNA m ATCC 
Deposit No. 203156 (DNA45495-1550). 
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In a stai ftirther aspect, the invention concerns an isolated nucleic acid molecule conq>rising (a) DN A 
encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID 
NO:52), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least abowt 50 
nucleotides , and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
umJer stringcm conditions with (a) a DNA molecde encoding a PR012^ 

amino acid residues from about 24 to about 673. inclusive of Figure 32 (SEQ ID NO:52), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence idcntiiy, preferably 
at least about an 85% sequence identity, more preferably at least about a90% sequence identity, most preferably 
at least about a 95% sequence identic to (a) or (b). isolating the test DNA molecule. 

In a specific aspect, flic invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01282 polypeptide, widi or without the N-terminal signal sequence and/or the initiating mediionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
15 nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 flirougb about ammo add position 23 in ttie sequence of Figure 32 (SEQ ID NO:52). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 579 tiirough about amino acid 
position 599 in the PR01282 amino add sequence (Figure 32, SEQ ID NO:52), 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 
amino acid sequence of residues 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52), or (b) die conqilement 



10 



of die DNA of (a). 

Anodier embodiment is directed to fragments of a PR01282 polypeptide coding sequence that may find 
25 use as hybridization probes. Sudi nucleic add fr^mems are from about 20 to about 80 nucleotides in Ici^, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in lengOi. 

In anodier embodiment, die invention provides isolated PR01282 polypeptide encoded by any of die 
isolated nucleic add sequences hereinabove defined. 
30 In a specific aspect, die invention provides isolated native sequence PR01282 polypeptide, which in one 

embodiment, includes an amino add sequence comprising residues 24 tiirough 673 of Figure 32 (SEQ ID 
NO:52). 

In anodier aspect, die invention concerns an isolated PR01282 polypeptide, con^msing an anuno add 
sequence having at least abom 80% sequence identity, preferably at least about 85% sequence identity, UKwe 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 24 to about 673, indusivc of Figure 32 (SEQ ID NO:52). 
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In a further aspect, the invention concerns an isolated PR01282 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 24 through 673 of Figure 32 (SEQ ID NO:52). 

In yet another aspect, the invention concerns an isolated PR01282 polypeptide, comprising the sequence 
5 of ammo acid residues 24 to about 673, inchisive of Figure 32 (SEQ ID NO:52), or a fragment thereof sufficient 
to provide a binding site for an anti-PROl282 antibody. Preferably, die PR01282 fragment rttains a quaUtativc 
biological activity of a native PR01282 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01282 polypeptide having the 
10 sequence of amino acid residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52), or (b) 
the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80 % sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host ceU conqxrising 
the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering the 
IS polypeptide from the cell culture. 

In yet anodier embodiment, the invention concerns agonists and antagonists of a native PR01282 
polypeptide. In a particular embodiment, tiie agonist or antagonist is an anti-PR01282 antibody. 

hi a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01282 polypeptide, by contacting the native PR01282 polypeptide wiUi a candidate molecule and 
20 monitoring a biological activity mediated by said polypeptide. 

hi a still further embodunent, the invention concerns a composition comprising a PRO 1282 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier . 

14. PR03S8 

25 Applicants have identified a novel cDNA clone that encodes novel human Toll polypeptides, designated 

in the present application as PR0358. 

In one embodiment, the invention provides an isolated nucleic acid molecule conq>rising a DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably a least about 90% sequence identity, most preferably at least about 95% sequence 

30 identity to (a) a DNA molecule encoding a PR0358 polypeptide having amino adds 20 to 575 of Figure 34 (SEQ 
ID NO:57), or (b) the complement of the DNA molecule of (a). The complementary DNA molecule preferably 
remains stably bound to such encoding nucleic acid sequence under at least moderate, and optionally, under high 
stringency conditions. 

In a fiirtiier embodunent. die isolated nucleic acid molecule comprises a polynucleotide Uiat has at least 
35 about 90%, preferably at least about 95% sequence identity widi a polynucleotide encoding a polypeptide 
convrising the sequence of amino acids 1 to 81 1 of Figure 34 (SEQ ID NO:57). 
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In a specific cmbodimem. the invention provides an isolated nudeic acid molecule comprising DNA 
encoding native or variant PR0358 polypeptide, with or withom the N-tenninal signal sequence, and with or 
withom the transmembrane regions of the respective ftm^ength sequent In one aspea. the isolated mideic 
acid conqmses DNA encoding a mature. fiiU-lcngth native PR0358 polypeptide having amino acid residues 1 
to 81 1 of Rgurc 34 (SEQ ID NO:57). or is conq>lcmcniary to such encoding nucleic acid sequence. In another 
5 aspect, die invention concerns an isolated nudeic acid molecule that comprises DNA cnco<Uing a native PR03S8 
polypeptide widwut an N-ierminal signal sequence, or is complementary to such encoding nucleic add sequence. 
In yet another embodiment, the invention concerns nucleic acid encoding transmembrane-domain ddeted ot 
mactivated forms of the full-length native PR0358 protein. 

In another embodiment, the invention provides an isolated nudeic acid molecule y/bk^ con4xrises the 
10 clone (DNA 47361-1249) deposited on November 7, 1997. under ATCC number 209431. 

In a specific embodiment, the invention provides a vector comprising a polynucleotide havmg at least 
about 80% sequence identity, preferably at least about 85% sequence identity, more prcfiBrrf>ly at least about 
90 % sequence identity , most preferably at least about 95 % sequence identity with a polynudeotide cncodu^ a 
polypeptide conqmsing the sequence of ammo acids 20 to 8 1 1 of Figu^ 
15 of such polynucleotide, hi a particular embodiment, the vector comprises DNA encoding tiie novel Toll 
homologue (PR0358), with or without the N-ierminal signal sequence (about amino acids 1 to 19), or a 
transmembrane-domain (about amino acids 576-595) deleted or inactivated variant thereof, or the extracelhilar 
domain (about amino acids 20 to 595) of the manure protein, or a protein comprising any one of these sequences. 
A host cell comprismg sudi a vector is also provided. 
20 In another embodiment, the invention provides isolated PR0358 polypeptides. The invention further 

provides an isolated native sequence PR0358 polypeptide, or variants tiiereof. In particular, the invention 
provides an isolated native sequence PR0358 polypeptide, which in certain embodiments, includes the amino 
add sequence comprising r^6vcs 20 to 575, or 20 to 8117 or 1 lo 811 of FigiTC34lSEQ ID NO-57): 

In yet aiK>ther embodiment, die invention concerns agonists and antagonists of tiie native PR0358 
25 polypeptide, in a particular embodimwit, die agonist or antagonist is an ami-PR0358 antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists of 
the native PR0358 polypeptide. 

In a still further embodunem, the inventicHi concerns a composiuon conq>risiiig a PR0358 polyp^tide. 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 
30 The invention further concerns a conqxwition comprising an antibody specifically bindmg a PR0358 

polypeptide, in combination with a j^barmaceutically acceptable carrier. 

The invention also concerns a metiiod of treating septic shock conq)rising adnunistering to a patiem an 
effective amount of an antagonist of a PR0358 polypeptide. In a specific embodiment, the antagonist is a 
blocking amibody specifically bmding a native PR0358 polypeptide. 

35 
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15. FRO1310 

A cDNA clone (DNA47394-1572) has been identified thai cncsodes a novd polypeptide having sequence 
identity with caiboxypcptidase X2 and designated in the present plication as *PRO1310." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO1310 polypeptide. 

5 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least abom 95% sequence identity to (a) a DNA nwlecule enco^ 

the sequence of amino acid residues from about 26 to about 765. inclusive of Figure 36 (SEQ ID NO:62), or 
(b) the complement of the DNA molecule of (a). 
0 hi another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01310 

polypeptide comprising DNA hybridizing to the conq)lcmeni of the nucleic acid between about residues 401 and 
about 2593. mclusive, of Figures 35A-B (SEQ ID N0:61). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

hi a further aspea, the invention concerns an isolated nucleic acid molecule comprising DNA having 
15 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more prcferaWy at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by tiie human protein cDNA m ATCC Dcposh No. 203109 
(DNA47394-1572). or (b) die complement of the DNA molecule of (a). In a preferred embodunent, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
20 Deposit No. 203109 (DNA47394-1572). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of ammo acid residues from about 26 to about 765, inclusive of Figure 36 (SEQ ID 
25 NO:62). or the complemem of the DNA of (a). 

In a further aspect, tiie invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizmg a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1310 polypeptide having the sequence of 
amino acid residues from about 26 to about 765. inclusive of Figure 36 (SEQ ID NO:62). or (b) the conq)lemem 
30 of the DNA molecule of (a), and. if die DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprismg (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
35 prefCTably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 26 to about 765, inclusive of Figure 36 (SEQ ID NO:62), or (b) die complement 
of the DNA of (a). 
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In ancHher embodixnem, the invention provides isolated PRO1310 polypeptide encoded by any of tiie 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the inventicm provides isolated native sequence PR01310 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 26 through 765 of Figure 36 <S£Q ID 
NO:62). 

5 In another aspect, the invention concerns an isolated PRO 1310 polypeptide, con^jrising an amino add 

sequence having at least about 80% sequence identic, preferably at least about ^% sequence identity, more 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identic to die 

sequence of amino acid residues 26 to about 765, mchisive of Figure 36 (SEQ ID NO:62). 

In a further aspect, the invendon concerns an isolated PRO 1310 polypeptide , comprisipg an amino acid 
10 sequraice scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

about 90 % positives* most preferably at least about 95 % positives when compared with the amino acid sequence 

of residues 26 through 765 <^ Figure 36 (SEQ ID NO:^). 

In yet another aspect, the invention concerns an isolated PR013 10 polypeptide, comprising the sequence 

of amino acid residues 26 to about 765, inclusive of Inguie 36 (SEQ ID NO:62), or a fragment thereof sufficient 
15 to provide a binding site for an anti-PRO1310 antibody. Preferably, the PRO13I0 fragmem retains a qualitative 

biologicai activity of a native PRO1310 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions widi (a) a DNA molecule encoding a PROI310 polypeptide having the 

sequence of amino acid residues from about 26 to about 765, inclusive of Figure 36 (SEQ ID NO:62), or (b) 
20 the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturi^g a host cell coiiq>rising 
the iest-DNA-molecule utKter cotidirions suitable-for expression-of-the-polypep^ 

polypeptide from the cell culture. 
25 In yet anodier embodiment, the invention concerns agonists and antagonists of a native PRO1310 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1310 antibody. 

In a fimfaer embodimem, die invendon concerns a method of identifying agonists or antagonists of a 

native PRO1310 polypeptide, by contacting the native PR01310 polypeptide widi a candidate molecule and 

monitoring a biological activity mediated by said polypeptide. 
30 In a still fiirdier embodiment, the invention concerns a composition comprising a PR013 10 pol3rpeptide, 

or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

16. PR0698 

Applicants have identified a cDNA clone diat encodes a novel polypeptide having homology to 
35 olfactomedin, wherein the polypeptide is designated in the present q>plication as "PR0698". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0698 polypeptide. In one Bspecx^ the isolated nucleic acid comprises DNA encoding the PR0698 
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polypeptide having amino acid residues 1 to 510 of Figure 38 (SEQ ID NO:67). or is complementary to such 
encoding nucleic acid sequence, and remams staMy bound to it under at leasi moderate, and optionally, mider 
high stringency conditions. In other aspects, the isoteted nucleic acid comprises DNA encoding the PR0698 
polypeptide having amino acid residues about 21 to 510 of Figure 38 (SEQ ID NO:67). or is complememary to 
such encoding miclcic acid sequence, and remains stably bound to it under at least moderate, and optionally. 
5 under high stringency conditions. The isotatednudeic acid sequence may comp^ 

DNA48320-1433 vector deposited on May 27. 1998 as ATCC 209904 which hicludes the nucleotide sequence 
encoding n(0698. 

In another embodhncnt. the invention provides isotated PR0698 polypeptide. In particular, the 
inventioa provides isolated native sequence PR0698 polypeptide, which in one embodimem. includes an amnio 
10 add sequence comprising residues 1 to 510 of Figure 38 (SEQ ID NO:(57). Additional embodiments of the 
present invemion are directed to PR0698 polypeptides comprising ammo acids about 21 to 5 10 of Figure 38 
(SEQ ID NO:67). OptionaUy. the PR0698 polypeptide is obtained or is obtainable by expressing die polypeptide 
encoded by the cDNA insert of the DNA48320-1433 vector deposited on May 27. 1998 as ATCC 209904. 

In anodier embodimem. the invention provides an expressed sequence tag (EST) designated herem as 
15 DNA39906 comprising the nucleotide sequence of Figure 39 (SEQ ID NO:68). 

17. PR0732 

Applicants have identiflcd a cDNA clone that encodes a novel polypeptide having homology to the 
human placemal protein Diff33. wherein the polypeptide is designated in the prcsem application as •PR0732-. 

20 inoncembodimcM.theinventionprovidcsanisolatedmicleicacidmoleculecomprisingDNAencoding 
a PR0732 polypeptide. In one aspect, the isolated nudcic acid comprises DNA encoding the PR0732 
polypeptide having amino acid residues 1 to 453 of Figure 41 (SEQ ID NO:73). or is complememary to sudi 
encoding micleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency comlitions. In other aspects, the isoteted mideic acid comprises DNA encoding the PR0732 

25 polypeptidehavingaminoacidresidue8about29to453of Figure41 (SEQ ID NO:73) or amino acid 1 or abom 
29 to X of Figuie 41 (SEQ ID NO:73), where X is any amino acid from 31 to 40 of Figure 41 (SEQ ID NO:73). 
or is complememary to sudi encoduig micleic add sequence, and remains stably bound to U under at least 
moderate, and optionally, under high stringency conditions. The isolated mideic acid sequence may comprise 
the cDNA insert of the DN A48334-1435 vector deposited on June 2. 1998 as ATCC 209924 whidi includes the 

30 nucleotide sequence encodmg PR0732. 

In another embodhnem, the invention provides isolated PR0732 polypeptide. In particuter. the 
invemion provides isolated native sequence PR0732 polypeptide, whidi in one embodiment, indudes an amino 
acid sequence comprising residues 1 to 453 of Figure 41 (SEQ ID NO:73). Additiomd embodimems of the 
present invention are directed to PR0732 polypeptides comprising amino acids about 29 to 453 of Figure 41 

35 (SEQ ID NO:73) or amino acid 1 or about 29 to X of Figure 41 (SEQ ID NO:73), where X is any amino arid 
ftom31 io40ofFigure41 (SEQ ID NO:73). Optionally, the PR0732 polypeptide is obtained or is obtainable 
by expressing tiie polypeptide encoded by the cDNA insert of the DNA48334-1435 vector deposited on Jmtt 2. 
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1998 as ATCC 209924. 

in another mbodinKnt. the inventioa provides an expr^ 

DNA20239 comprisiag the nucleotide sequence of Figure 42 (SEQ ID NO:74). 

In another cmbodinient. the invention prtn^ides an expiessed sequent 
DNA38050 comprising the nucleotide sequence of Figure 43 (SEQ ID NO:75). 
5 inanotherenjbodiniem.theinvemionpiwidesanexpresscdsequencetag^ 

DNA40683 comprising the nucleotide sequence of Figure 44 (SEQ ID NO:76). 

In another embodiment, the invention provides an expressed sequel 
DNA42580 comprising the nucleotide sequence of Figure 45 (SEQ ID NO:77). 

10 18. nssnjsa 

AcDNA done (DNA48606-1479)hasbeenidentificdthatencodesanovd polypeptide having ho^^ 

suifatases, designated in the piesem plication as "PROl 120." 

Inoneembodimem. the inventionpiovides an isolated nucteic acid molecule compri^^^ 

a FRO1120 polypeptide. 

15 In one aspect, the isolated mKdeic acid comprises DN A having at least about 80 % sequence idemiiy . 

prefciably at least about 85% sequence idemity. more preferably at least about 90% sequence identity, most 
preftiJ^ly at least abom 95% sequence identity to(a)aDNAmoleculeencodingaPROn20poly^ 
the sequence of amino acid residues from about 18 to about 867. inclusive of Figure 47 (SEQ ID NO:84). or 
(b) the conq>lement of file DNA molecule of (a). 

20 In another aspect, the hivcntion concerns an isolated nucleic acid molecule encoding a PRO1120 

polypeptide comprising DNA hybridizing to the complement of the nudeic add between about les^ 

about 3208. indusive. of Figures 46A-B (SEQ ID NO:83). Preferably, hybridization occurs under stringent 



hybridization and wash conditions. 

In a fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
25 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence idemity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203040 
(DNA48606-1479). or (b) die complement of the DNA molecule of (a). In a preferred embodimem. the nudeic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 

30 Deposit No. 203040 (DNA48«)6-1479). 

In a stiU fiirther aspect, the invention concerm an isolated mKleic add molecule 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence idemity. most preferably at kast about 95% sequence 
idemity to the sequem* of amino acid residues from about 18 to about 867. inclusive ofFigure 47 (SEQ ID 
35 NO:84), or the complemem of die DNA of (a). 

In a fiirther aspect, die invention concermi an isolated micldc add molecule having at least about 50 
nudeotides andpreferably at least about lOOnuclcotidesandproducedbyhybridizingatest DNA mo^ 
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stringent conditions with (a) a DNA molecule encoding a PROl 120 polypq)tide having the sequence of amino 
acid residues from about 18 to about 867, inclusive of Figure 47 (SEQ ID NO:84), or (b) the complemem of 
the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably at 
least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b)« isolating the test DNA molecule. 
5 In a specific aspea, the invemion provides an isolated nucleic add nioleciiie comprising 

a PRO1120 polypeptide, with or without the N-terminai signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extendmg from amino acid position 
1 through about ammo acid position 17 in the sequence of Figure 47 (SEQ ID NO:84). 

In another a^iect, the invention concerns an isolated nucleic acid molecule comprising <a) DNA 
10 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 18 to about 867, inclusive of Figure 47 (SEQ ID NO:84), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 120 polypeptide coding sequence that may find 
IS use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in icoght 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 120 polypeptide encoded by any of the 
isolated nucleic acid sequeix:es hereinabove defined. 
20 In a specific aspect, the invention provides isolated native sequence PRO 1 120 polypeptide, which in one 

embodiment, includes an amino acid sequence comprising residues 18 to 867 of Figure 47 (SEQ ID NO:84). 

In anodier aspect, the invention concerns an isolated PRO 1 1 20 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
25 sequence of amino acid residues 18 to about 867, inclusive of Figure 47 (SEQ ID NO:84). 

In a frirther aspect, the invention concerns an isolated PROl 120 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 18 to 867 of Figure 47 (SEQ ID NO:84). 
30 In yet anodier aspect, the invention concerns an isolated PROl 120 polypeptide, comprising die sequence 

of amino acid residues 18to about 867, inclusive ofFigure 47 (SEQ ID NO:84}, or a fragment thereof suffident 
to provide a binding site for an ami-PROl 120 antibody. Preferably, the PROl 120 fragmeitt retains a qualitative 
biological activhy of a native PROl 120 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
35 molecule under stringent conditions with (a) a DNA molecule encoding a PROl 120 polypeptide having the 
sequence of amino acid residues from about 18 to about 867, inclusive of Figure 47 (SEQ ID NO:84), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence idratity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host oeU conqwising 
the test DNA molecule under conditions suitabje for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PROl 120 
5 polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 120 antibody. 

In a further embodiment, die invention ccmcems a mediod of identifying ^onists or antagonists of a 
native PROl 120 polypeptide, by contacting the native PROl 120 polypqrtide witii a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment , the invention concenis a composition conq)rising a PRO 1 1 20 polypeptide , 
10 or an agonist or antagonist as heremabove defined,' in combination witii a phannaceutically acceptable carrier. 

19. pyoy37 

A cDNA clone (DNA49141-1431) has been identified tiiat encodes a novel secreted polypeptide, 
designated in the present plication as "PR0537''. 
15 In one embodiment^ die invention provides an isolated nucleic acid molecule comprising DNA encodii^ 

a PR0537 polypeptide. 

In one aspea, die isolated nucleic acid con^)rises DNA having at least about 80% sequence identiQr, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0537 polypeptide having 
20 the sequence of amino acid residues from about 1 or about 32 to about 1 15. inclusive of Figure 49 (SEQ ID 
N0:95), or (b) the complement of die DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PROS37 
^l^^ddccoi^nsingDNArfiylmdii^^ 

oraboutl90andabaut441, inclusive, of Figure 48 (SEQ ID NO:94). Preferably, hybridization occurs under 

25 stringent hybridization and wash conditions. 

In a fimher aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203003 
30 (DNA49 141-143 1) or (b) the conq>lement of the nucleic acid molecule of (a). In a preferred embodiment, die 

nucleic acid comprises a DNA encoding die same mamre polypeptide encoded by die human protein cDNA in 

ATCC Deposit No. 203003 (DNA49141-1431). 

In still a further sspcct, die invention concerns an isolated nucleic acid molecule conqnisiiig<a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
35 idemity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to die sequwice of ammo acid residues 1 or about 32 to about 115, mclusive of Figure 49 (SEQ ID 

NO:95), or (b) die conq)lemeni of the DNA of <a). 
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In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and pnxfaiced by hybridizing a test DNA niolecule under stringent conditioiis with (a) a DNA 
molecule encoding a PR0537 polypeptide having the sequence of amino acid residues from i or about 32 to 
about 115, inclusive of Figure 49 (SEQ ID NO:95), or (b) the conq)lcnient of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
5 identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0537 polypq>tide, with or without the N-termmal signal sequence and/or the initiating methicmine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
10 extending from about amino acid position 1 to aboitt amino acid position 31 in the sequence of Figure 49 (SEQ 
IDNO:95). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably a least about 95% positives when compared with the 
IS amino acid sequence of residues 1 or about 32 to about 1 15, inclusive of Figure 49 (SEQ ID NO:9S). or (b) the 
con4)lemem of the DNA of (a). 

Another embodiment is directed to fragments of a PR0537 polypeptide coding sequence that may fmd 
tise as hybridization probes. Such nucleic acid fragments are torn about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
20 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from die nucleotide sequence shown in Figure 48 <SEQ ID NO:94). 

In another embodiment, the invention provides isolated PR0537 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0537 polypeptide, which in 
25 certain embodiments, includes an amino acid sequence comprising residues 1 or about 32 to about 1 15 of Figure 
49 (SEQ ID NO:95). 

In another aspect, the invention concerns an isolated PR0537 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

30 sequence of amino acid residues 1 or about 32 to about 1 15, inclusive of Figure 49 (SEQ ID NO:95). 

In a further aspect, the invention concerns an isolated PR0537 polypeptide, comprising an anuno acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when conq>ared with the amino acid sequence 
of residues 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID NO:95). 

35 In yet another aspect, the invention concerns an isolated PR0537 polypeptide, comprising the sequence 

of amino acid residues 1 or about 32 to about 115. inclusive of Figure 49 (SEQ ID NO:95), or a fragment 
thereof sufficiem to provide a binding site for an anti-PR0537 antibody. Preferably, die PR0537 fragment 
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mains a quaUtative biolc^cal activity of a native PR0537 polypeptide. 

In a still further aspect, the mvention provides a polypeptide produced by (i) hybridiang a test DNA 
molecule under stringent conditions wi& (a) a DNA molecule encoding a PROS37 polypqdde having tiie 
sequence of amino acid residues fiom about 1 or about 32 to about 1 15, inclusive of Figure 49 (SEQ ID NO:95). 
or (b) the complement of the DNA molecdc of (a), and if the test DNA nwl^ 

sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (u) culturing a host ceU 
conq>rising the test DNA molecule under conditions suitable for expression of the polypqitide, and (iii) 
lecovering the polypeptide from the cell culture. 

20. PROS36 

A cDNA clone (DNA49142-1430) has been identified, that encodes a novel secreted polype[ttide, 
designated in the present application as "PR0536*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprisiQg DNA encodmg 
a PR0536 polypeptide. 

In one aspect, die isolated nucleic acid conqwises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0536 polypeptide having 
the sequence of amino acid residues from about 1 or about 26 to about 313, inclusive of Figure 51 (SEQ ID 
NO:97), or (b) the complement of d» DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0536 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 48 
or about 12 3 and about 986, inclusive, of Figu re 50 (SEQ ID NO :96). Preferably, hy bridizatio n occur s under 
stringent hybridization and wash conditions. 

In a fimher aspect, the invention concerns an isolated nucleic acid molecule conqjrisii^ DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same manire polypeptide encoded by the human protein cDNA in ATGC Deposit No. 203002 
(DNA49142-1430) or <b) the complement of the nucleic acid molecule of <a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same manue polypeptide encoded by the human proiem cDNA in 
ATCC Deposit No. 203002 (DNA49I42-1430). 

In still a further aspect, die invention concerns an isolated nucleic acid moleci^ comprisii^ (a) DNA 
encodmg a polypeptide havii^ at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
ideality to die sequence of amino acid residues 1 or about 26 to about 313, mclusive of Figure 51 (SEQ ID 
NO:97), or (b) the complement of the DNA of <a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule havipg at least 10 
nucleotides and produced by hybridizmg a test DNA molecule under stringent conditions with (a) a DNA 
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molecule encoding a PR0536 polypeptide having the sequence of amino acid residues frcm 1 or about 26 to 
about 313, inclusive of Figure 51 (SEQ ID NO:97), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identiry, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 
5 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0536 polypeptide, with or without the N-terminal signal sequence and/or the initiating mcthioiime, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 25 in the sequence of Figure 51 (SEQ 
IDNO:97). 

10 In another aspect, the invention concerns an isolated nucleic acid molecule coniprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% poshives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when cono^iared with the 
amino acid sequence of residues 1 or about 26 to about 313, inclusive of Figure 51 (SEQ ID NO:97), or (b) the 
complement of the DNA of (a). 

IS Another embodiment is directed to fragments of a PR0536 poIypeiHide coding sequence that may find 

use as hybri<tization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in leogdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 50 (SEQ ID NO:96). 

20 In another embodiment, the invention provides isolated PR0536 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0536 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 3 13 of Figure 
51 (SEQ ID NO:97), 

25 In another aspect, the invention concerns an isolated PR0536 polypeptide, comprising an amino acid 

sequence having at least abom 80% sequei^ identic, preferably at least about 85% sequence identic, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequem^e of amino acid residues 1 or about 26 to about 313, inclusive of Figure 51 (SEQ ID NO:97). 

In a further aspect, the invention concerns an isolated PR0536 polypeptide, comprising an amino acid 

30 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared widi the ammo acid sequence 
of residues 1 or about 26 to about 313. inclusive of Figure 51 (SEQ ID NO:97). 

In yet another aspect, the invention concerns an isolated PR0536 polypeptide, comprising the sequence 
of amino acid residues 1 or about 26 to about 313, mclusive of Figure 51 (SEQ ID NO:97), or a fragment 

35 tiiereof sufficient to provide a binding site for an anti-PR0536 antibody. Preferably, the PR0536 fragment 
retains a qualitative biological activity of a native PR0536 polypeptide. 
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In a still fiirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0536 po^Tcptide having the 
sequence of amino acid residues from about 1 or about 26 to about 313. inclusive of Figure 51 (SEQ ID NO:97>, 
or (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, prefaably at least about an 85% sequence identity, more preferably at kast about a 90% 
5 scquaicc identity, most preferably at least about a 95% sequence identity to (a) or (b), (u) culturing a hcwt cell 
conqjrising the test DNA molecule under conditions suitable for expression of tiie polypeptide, and (iii) 
recovering the polypei^ide from the cell culture. 

2L ™QS35 

10 A cDNA clone PNA49143-1429) has been identified, having homology to nudcic add encodu^ a 

putative peptidyl-i»olyl isomcrase tiiat encodes a novel polypeptide, designated in die present apjdicatiiMi as 
-PR0535". 

In one embodiment, the invention provides ian isolated nucleic acid molecule comprising DNA eocodmg 
a PR0535 polypeptide. 

15 In one aspect, the isolated nucleic acid conq)rises DNA havmg at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identiqr, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0535 polypeptide having 
die sequence of ammo acid residues from about 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID 
NO:99), or (b) die conq>lement of tfie DNA molecule of (a). 

20 In anodier aspect, die mvention concerns an isolated nucleic add molecule encoding a PR0535 

polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about nucleotides 78 
or about 153 and about 680, inclusive, of Figure 52 (SEQ ID NO:98). Preferably, hybridiraticm occurs under 
stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA havii^ 

25 at least ^>out 80% sequence identity, preferably at least about 85% sequence idratity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA m ATCC Deposit No. 203013 
(DNA49143-1429) or (b) die complement of die nucleic acid molecule of (a). In a preferred embocUment, die 
nucleic acid con^mses a DNA encoding die same mature polypeptide encoded by die human protein cDN A in 

30 ATCC Deposit No. 203013 (DNA49143-1429). 

In still a further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequttice 
identity, more preferably at least about 90% sequence identity, most prefierably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID 
35 NO:99), or (b) die conqilcment of die DNA of (a). 

In a further aspect, die invention concerns an isolated nudeic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions widi (a) a DNA 
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molecule encoding a PR053S polypeptide having the sequence of amino acid residues ftam 1 or about 26 to 
about 201, inclusive of Figure 53 (SEQ ID NO:99), or (b) the coxiq>lement of die DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identic, more preferably at least about a 90 % sequence identity » most preferably at least about a 95 % sequence 
identic to (a) or (b), isolating the test DNA nxdecule. 

S In a specific aspect, die bvendon provides an isolated nucleic acid molecule conqnising DNA enccxUqg 

a PR0535 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and its 
soluble, i.e., transmembrane domam deleted or inactivated variants, or is conq>lementaxy to such encodiqg 
nucleic acid molecule. The signal peptide has been tentatively idendfied as extending from about amino acid 
position 1 to about amuao acid position 25 in die sequence of Figure 53 (SEQ ID NO:99). The transmembrane 

10 domain has been tentatively identified as extending from about amino acid position 155 to about amino acid 
position 174 in the PR0535 amino acid sequence (Figure 53, SEQ ID NO:99). 

In anodier a^>ect, the invoition concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scorix^ at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conq>ared widi die 

15 amino acid sequence of residues 1 or about 26 to about 201 , mclusive of Figure 53 (SEQ ID NO:99), or (b) die 
complement of the DNA of (a). 

Anodier embodiment is directed to fragments of a PR0535 polypeptide codu^ sequence diat may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

20 nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in lengdi and may be derived 
from the nucleotide sequence shown in Figure 52 (SEQ ID NO:98). 

In another embodiment, the invention provides isolated PR0535 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0535 polypeptide, which in 

25 certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 201 of Figure 
53 (SEQ ID NO:99). 

In anodier aspect, die invention concerns an isolated PR0535 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

30 sequence of amino acid residues 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID NO:99). 

In a further aspea, the invention concerns an isolated PR0535 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 26 to about 201 , inclusive of Figure 53 (SEQ ID NO:99). 

35 In yet another aspea, the invention concerns an isolated PR0535 polypeptide, comprising the sequence 

of anuno acid residues 1 or abcHxt 26 to about 201, inclusive of Figure 53 (SEQ ID NO:99). or a fragment 
thereof sufficient to provide a binding site for an anti-PR0535 antibody. Preferably, the PR0535 fragment 
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retuns a qualitative biological acttviQr of a native PR0535 polypeptide. 

fa a stiB fimher aspect, the invention provides a polypeptide product 
molecule under stringent conditions witit (a) a DNA molecule encoding a PR0S3S polypeptide having the 
sequence of amino add residues ftom about 1 or sa)out26 to abput201, inchisive of Fignie33 (SEQ ID NO:99). 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
5 sequence idemity. preferably at least about an 85% sequeiiceidemity. more pief^ 

sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b). (u) culturing a host ceU 
comprismg the test DNA molecule under conditions suitable for expression of the polypeptide, and Cui) 
Tccovering the polypeptide from ibe cell culture. 

fa yet another embodiment, the invention concerns agonists and antagonists of a native PROS35 
10 polypqjtide. fa a particular embodimem, the agonist or antJ«onist is an anti-PR053S antibody. 

fa a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR0535 polypeptide by contacting the mttive PR0535 polypeptide with a candidaie molecule and 
monitoring a biological activity mediated by said polypqMide. 

fa a stUl ftirdier embodiment, the faivention concerns a composition Goafmiag a I«0535 polypeptide, 
15 or an agonist or antagonfet as hereinabove deffaed. in combination with a pharmaceutically acceptable carrier. 

fa another embodimem. the invention provides an expressed sequence tag (EST) designaied herein as 

DNA30861 comprismg the nucleotide sequence of Figure 54 (SEQ ID NO: 100). 

fa another embodiment, the invention provides an expressed sequence tag (EST) des^nated hereto as 

DNA36351 comprising the nucleotide sequence of Figure 55 (SEQ ID NO: 101). 

20 

22. EBQZIS 

Applicants have id entified a cDN A done t ha t enc odes a nove l letraspan membrane poly peptide, whetem 

the polypeptide U designated to the present application as "PR0718". 

fa one embodiment, the invention provides an isolated nucleic add molecule comprising DNA encoding 
25 a PR0718 polypeptide, fa €«e aspect, the is<Aated nucleic acid comprises DNA encoding the PR0718 
polypeptide havmg ammo acid residues 1 to 157 of Figure 57 (SEQ ID NO:103). or is complementary to sudi 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optiomdiy. under 
high stringency conditions, fa other aspects, the isolated nucleic acid comprises DNA encoding the PR0718 
polypeptide havtog ammo acid residues X to 157 of Figure 57 (SEQ ID NO:103). where X is aiiy ammo acid 
30 from 143 to 152 of Figure 57 (SEQ ID NO: 103), or is complementary to sudi encoding nucleic acid sequence, 
and remams stably bound to it under at least moderate, and optiomdly. under high stringency conditions. The 
isolated micleic add sequence may comprise the cDNA msert of the DNA49647.1398 vector deposited on Jmte 
2, 1998 as ATCC 209919 which includes die nucleotide sequence enco(fing PR0718. 

fa another embodhnent, the mvention provides isolated PR0718 polypeptide, fa particular, the 
35 invention provides isolated native sequence PR0718 polypeptide, whidi m one embodmient, includes an ammo 
acid sequence comprismg residues 1 to 157 of Figme 57 (SEQ ID NO:103). Additional embodfanems of the 
present invention are directed to isolated PR0718 polypeptides comprising amino adds X to 157 of Figure^7 
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(SEQ ID NO: 103), where X is any amino acid from 143 to 152 of Figure 57 (SEQ ID NO: 103). OptionaUy, 
die PR0718 polypqnide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the DNA49647-1398 vector deposited on June 2. 1998 as ATCC 209919. 

In another embodiment, the invention provides an «q>ressed sequence tag (EST) designated herein as 
DNA15386 which conqirises the micleodde sequence of Figure 58 (SEQ ID NO: 104). 
S In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

DNA16630 which conq^rises the nucleodde sequence of Figure 59 (SEQ ID NO:10S). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA16829 which con^rises the nucleodde sequence of Figure 60 (SEQ ID NO: 106). 

In anodier embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
10 DNA28357 which comprises the nucleodde sequence of Figure 61 (SEQ ID NO: 107). 

In another embodiment, dw invention provides an expressed sequence tag (EST) designated herein as 
DNA43512 whidi conqmses the nucleotide sequence of Figure 62 (SEQ ID NO: 108). 

23. PR0872 

IS Applicants have identified a cDNA clone, DNA49819-1439, that encodes a novel polypeptide having * 

homology to dehydrogenases wherein the polypeptide is designated in the present applicaticm as ''PR0872'*. 

In one embodiment, the invention provides an isolated nucleic acid molecule con^>rising DNA encoding 
a PR0872 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

20 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0872 polypeptide having 
the sequence of amino acid residues from I or about 19 to about 610, inclusive of Figure 64 (SEQ ID NO: 1 13), 
or (b) the conq>lement of the DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0872 

25 polypeptide comprising DNA that hybridizes to the complement of the nucleic acid between about residues 68 
and about 1843, inclusive of Figure 63 (SEQ ID NO: 112). Preferably, hybridization occurs under stringem 
hybridization and wash conditions. 

In a further aspect, the invention coiK:ems an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identiQr, preferably at least about 85% sequence identity, more preferably at least 

30 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209931 
(DNA49819-1439), which was deposited on June 2, 1998. In a preferred embodiment, die nucleic acid 
comprises a DNA molecule encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 209931 (DNA49819-1439). 

35 In a still further aspect, the invention coixcems an isolated nucleic acid molecule comprising DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
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identity to Ac sequence of amino add residues 1 or about 19 to about 610, inclusive of Figure 64 (SEQ ID 
NO:113). 

In a specific aspea, the invention provides an isolated nucleic add molecule comprisii^ DNA encoding 
a PROS72 extracellular domain (ECD), widi or without the N^enninal signal sequence and/or the initiatmg 
methionine, and its soluble variants (i.e. transmembrane domain(s) deleted or inactivated) or is conq>lenientaxy 
to sudi encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending to^ 
amino acid position 1 to about ammo acid position 1 8 in the sequence of Figure 64 (SEQ ID NO: 1 13). The first 
transmembrane domain regicm has been tentatively identified as extending ft^^ 
to about amino acid position 87 in ti» PR0872 amino acid sequoice (Figure 64. SEQ ID NO: 1 13). 

In another aspect, the mventicm conoems an isolated nucleic acid molecule comprishig DNA encoding 
a polypeptide scoring a least about 80% positives, preferably at least about 90% positives. nMist preferably at 
least about 95 % positives when conqiared with the amino acid sequence of residues 1 or about 1 9 to about 610. 
mdusive of Figure 64 (SEQ ID N0:113). 

Anotiier embodiment is directed to fragments of a PR0872 polypeptide coding sequence tiiat may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nudeotides in length 
preferably from about 20 to about 60 nucleotides in lengtii, more preferably from about 20 to about 50 
nucleotides m lengdi and most preferably from about 20 to about 40 nucleotides in lengtii. 

In anotiier embodiment, the mvention provides isolated PR0872 polyp^de racoded by any of tiie 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0872 polypeptide, whidi in one 
embodiment, includes an amino acid sequence comprising residues 1 or about 19 to 610 of Figure 64 (SEQ ID 
NO:ll3). 

In anotiier aspect, tiie invention concerns an isolated PR0872 polypeptide, comprising an amino acid 

~seii^ahwi^"irte!^^ 
preferably at lea« about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues I or about 19 to 610. inclusive of Figure 64 (SEQ ID NO: 1 13). 

In a further aspect, the invention concerns an isolated PR0872 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared witii tiie amino acid sequence 
of residues 1 or about 19 to 610 of Figure 64 (SEQ ID NO:113). 

In anotiier aspect, tiie invention concerns a PR0872 extracellular domain comprismg an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identic, most preferably at least about 95% sequence identity to tiie 
sequence of amino acid residues 1 or about 19 to X of Figure 64 (SEQ ID N0:113), wherein X is any one of 
amino acid residues 66 to 75 of Figure 64 (SEQ ID N0:113). 

In yet anotiier aspect, tiie invention concerns an isolated PR0872 polypeptide, comprising tiie sequence 
of amino acid residues 1 or about 19 to about 610, inclusive of Figure 64 (^Q ID N0:113), or a fragment 
tiiercof sufficient to provide a binding site for an anti-PR0872 antibody. Preferably, tiie PR0872 fragment 
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mains a qualitative biolo^cal activity of a native PR0872 polypeptide. 

In another aspect, the present imration is directed to fragn^ 
sufficiently long to provide an epitope against which an andbocty may be generated. 

In yet another embodiment, the invention concerns agonist and antagonists of the PR0872 polypeptide. 
In a particular embodiment, the agonist or antagonist is an anti-PR0872 aotibocfy. 

In a further embodiment, the invention ctmcems screening assays to identify agonists or antagonists of 
a native PR0872 polypeptide. 

In still a further embodiment, the invention concerns a composition conqprising a PR0872 polypeptide 
as hereinabove defined, in combination with a pharmaceutically accq>uble carrier. 

24. tBQim 

Applicants have identified a cDN A clone that encodes a novel polypeptide having homology to human 
type IV collagenase, wherem the polypeptide is designated in the presem application as "PRO1063". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1063 polypeptide. In one aspea, the isolated nucleic acid comprises DNA encoding the PROI063 
polypeptide having amino acid residues 1 to 301 of Figure 66 (SEQ ID NO: 1 15), or is compiemcniaiy to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding die PRO1063 
polypeptide having amino acid residues abcmt 22 to 301 of Figure 66 (SEQ ID NO:115). or is complememaiy 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA49820-1427 vector deposited on June 2, 1998 as ATCC 209932 which includes the nucleotide sequence 
encoding PRO1063, 

In another embodiment, die invention provides isolated PRO1063 polypeptide. In particular, the 
invention provides isolated native sequence PRG1063 polypeptide, which in one embodiment, includes an amino 
acid sequence conning residues 1 to 301 of Figure 66 (SEQ ID NO: 115). Additional embodunents of the 
present invemion are directed to PRO1063 polypeptides comprising amino acids about 22 to 301 of Figure 66 
(SEQ ID NOillS). Optionally, the PRO1063 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA49820.1427 vector deposited on June 2, 1998 as ATCC 
209932. 

25. PR0619 

A cDNA clone (DNA4982M562) has been identified that encodes a novel polypeptide, designated m 
the present application as "PR0619." PR0619 polypeptides have sequence identity with VpreB genes, 
particularly to VprcB3. 

In one embodiment, the mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0619 polypeptide. 
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In one aspect* the isolated nucleic acid comprises DNA having at least about &}% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0619 polypeptide having 
thesequenceofaminoacidresiduesfromabout lor21 toabout 123, inclusive ofFigure 68 (SEQ ID NO: 117), 
or (b) the complement of the DNA molecule of (a). 
5 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0619 

polypeptide comprisiDg DNA hybridizing to the conq)Iement of the nucleic acid between about residues 81 or 
141 and about 449, inclusive, ofFigure 67 (SEQ ID N0:1 16). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprisiog DNA having 

10 at least about 80% sequence identity, preferably at least about 85% sequence idientity, more preferably at least 
about 90% sequence td^ty, moat preferably at least about 95% sequence identiQ^ to (a) a DNA molecule 
encoding the same mature polypqitide encoded by die human protein cDNA in ATCC Deposit No. 209981 
(DNA49821-1562), or (b) die complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
add comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA in ATCC 

IS Deposit No. 209981 (DNA4982M562). 

In a still furdier aspect, the invention concerns an isolated nucleic acid molecule conqnising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of anuno acid residues from about I or 21 to about 123, inclusive of Figure 68 (SEQ 

20 ID NO: 1 17), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0619 polypeptide 

having the sequeiK» of anuno acid-residues fnrai about-l-or-Zl-io ab^ 

NO:l 17), or (b) tiie complement of die DNA molecule of (a), and, if ihe DNA molecule has at least about an 

25 80% sequence identity, preferably at least about an 85 % sequence identity, mon preferably at least about a 90% 
sequence identiQr, most inferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprisii^ DNA encoding 
a PR0619 polypeptide, widi or without die N-terminal signd sequence and/or die initiatmg meduonine, which 
30 is in a soluble form. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 20 in die sequence of Figure 68 (SEQ ID NO:I17). 

In another aspect, the invention concerns an isolated nucleic acid molecule conqHising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
35 amino acid sequence of residues 1 or 21 to about 123, inclusive of Figure 68 <S£Q ID N0:li7), or (b) die 
conqilement of the DNA of (a). 
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AnoihCT embodimem is directed to fragnw^ 
use as hybridization probes. Such inideic acid fragments arc from about 40 through a^^ 
length, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 through 
about 50 nucleotides in lengdi, and most preferably from about 20 through about 40 nucleotides in length. 

In another embodiment, the fawention provides isolated PR0619 polypeptide encoded by any of the 
5 isolated nodeic acid sequences hereinabove deGned. 

In a specific aspect, the invention provides isolated native sequence PR0619 polypeptide, which m one 
embodiment, includes an amino add sequence comprising residues 1 or 21 through 123 of Figure 68 (SEQ ID 
NO: 117). 

In another aspect, the invention concerns an isolated PR0619 polypeptide, comprising an anuno acid 
10 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 21 through about 123. inclusive of Figure 68 (SEQ ID N0:U7>. 

In a further aspect, the Invention concerns an isolated PR0619 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
15 about 90% positives, most preferably at least about 95% positives when compared with the anuno acid sequence 
of residues 1 or 21 ttitough 123 of Figure 68 (SEQ ID NO: 1 17). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringem conditions with (a) a DNA molecule encoding a PR0619 polypeptide havtag die 
sequence of amino acid residues from about 1 or 21 to about 123. inclusive of Figure 68 (SEQ ID NO:l 17). or 
20 (b) die complement of die DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (u) culturing a host ceU 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering die polypeptide frmn die cell culture. 
25 to yet anoUier embodiment, die invention concerns agonists and antagonists of die a native PR0619 

polypeptide, in a particular ranbodiment, die agonist or antagonist is an anti-PR06l9 antibody. 

to a further embodunent. die invention concerns a mediod of identifying agonists or antagonists of a 
native PR0619 polypeptide, by contacting die native PR0619 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
30 to a stiU further embodimem. die invention concerns a composition comprising a PR0619 polypeptide, 

or an agonist or antagonist as hereinabove defmed, m combination widi a phannaceutically acceptable carrier. 



26. PR0943 

A cDNA clone (DNA52192-1369) has been identified, havmg homology to nucleic acid encoding 
35 fibroblast gtowfli factor ieceptor-4 diat encodes a novel polypeptide, designated to die present application as 
•PR0943". 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A mnodtng 
a PR0943 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence idendty, more preferably at least about 90% sequence identlQr. most 
preferably at least about 9S% sequence identity to (a) a DNA molecule encoding a PR0943 polypeptide havii^ 

5 the sequence of amino acid residues from about 1 or about 18 to about 504, inclusive of F^:ure 70 (SEQ ID 
NO: 1 19), or (b) the conq)lement of die DNA molecule of (a). 

In anodier sspect^ the inventton concerns an isolated nucleic acid molecule encoding a PR0943 
polypeptide conq}rising DNA l^bridizing to die complement of the nucleic acid between about nucleotides ISO 
or about 201 and about 1661 , inclusive, of Figure 69 (SEQ ID NO: 1 1 8). Preferably, hybridization occurs under 

10 stringent hybridization and wash conditions. 

In a fiinher aspect, the invention concerns an isolated nucleic acid molecule conqpirising DNA haviog 
at least about 80% sequence identic, preferably at least about 85% sequence identity, more pvcUrMy at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a JMA molecule 
encoding the same mature polypeptide encoded by tte human protein cDNA in ATCC Deposit No. 203042 

IS (DNAS2192-1369) or (b) die conqilcment of the nucleic acid molecule of (a). In a preferred embodunent, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A In 
ATCC Deposit No. 203042 (DNA52192-1369). 

In still a further zspccl, the invention concerns an isolated nucleic acid molecule conqnising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

20 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 18 to about 504, inclusive of Figure 70 (SEQ ID 
NO: 119), or (b) die conq)lement of die DNA of (a). 

In-a-iurther-aspect,-the-invention-conceriiS-an-isolated-nucleic-acid-molecule.ha^^ 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with ta) a DNA 

25 molecule encoding a PR0943 polypeptide having die sequence of amino acid residues from 1 or about 18 to 
about 504, inclusive of Figure 70 (SEQ ID NO: 1 19), or (b) die complement of die DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating die test DNA molecule. 

30 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0943 polypeptide, widi or without die N-tenninal signal sequence and/or the initiatii^ mediionine, and its 
soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identiHed as extending from about amino acid 
position 1 to about amino acid position 17 in die sequence of Figure 70 (SEQ ID NO: 1 19). The transmembrane 

35 domain has been tentatively identified as extending from about amino acid position 376 to about amino acid 
position 396 in die PR0943 amino acid sequence (Figure 70, SEQ ID NO:l 19). 
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In another aspect, the invention concerns an isolated nucleic acid molecule conqjrising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with (he 
amino acid sequence of residues 1 or about 18 to about 504, mclusive of Figure 70 (SEQ ID N0:119), or (b) 

the coiiq>lement of die DNA of (a). 
5 Anotherembodimemisdiiectedtofragment80faPR0943polypeptidecodingsequencetha 

use as hybridization probes. Such nucleic acid fragmenls are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nudeoddes to lengdi. more preferably from about 20 to about 50 
nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in lengtii and may be derived 
from die nucleotide sequence shown in Figure 69 (SEQ ID N0:118). 
10 In anodicr cmbodfanem, dm invention provides isolated PR0943 pdyp<Ttj«te encoded b^ 

isdated nucleic acid sequences heremabove identified. 

In a specific a^iect, die mvention pnmdes isolated native sequence PRC)943 po^rpeptide. \ii*ich m 
certain embodfanents. includes an amiiK> acid sequence comprising residues 1 or about 18 to about 504 of Figure 
70(SEQIDNO:119). 

15 In anodieraqiect, die mvention concerns an isolated PR0943 polypeptide, convrising an a^ 

sequence havhig at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably ai kast about 90% sequence identity, most preferably at least about 95% sequence identity to tiie 
sequence of amino acid residues 1 or about 18 to about 504. inclusive of Figure 70 (SEQ ID NO: 1 19). 

In a further aspect, the invention concerns an isolated PR0943 polypeptide, comprismg an ammo acid 
20 sequence scoring ai least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared widi die amino acid sequence 
of residues 1 or about 18 to about 504. inclusive of Figure 70 (SEQ ID NO: 1 19). 

In yet anodier aspect, die invention concerns an isolated PR0943 polypeptide, comprising die sequence 
of amino add residues 1 or about 18 to about 504. mclusive of Figure 70 (SEQ ID N0:1 19). or a fragment 
25 diereof sufficient to provide a buiding site for an anti-PR0943 antibody. Preferably, die PR0943 fragment 
retains a quaUtative bidogical activity of a native PR0943 polypqitide. 

In a still fiiidier aspect, die invention provides a polypeptide produced by (i) hybridizmg a test DNA 
molecule under stringent conditions wifli (a) a DNA molecule encoding a PR0943 polypeptide havmg die 
sequence of amino acid residues from about 1 or about 18 to about 504, mchisive of Figure 70 (SEQ ID 
30 NO: 119), or (b) die complemem of die DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, preferably at least abom an 85% sequence idemity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b).(ii)culniring a host 
ceU comprismg die test DNA molecule under conditions suitable for expressira of die polypeptide, and (iii) 
recovering die polypeptide from die cell culture. 
35 hi yet anodio- embodimem. die mvention concerns agonists and antagonists of a native PR0943 

polypeptide, to a particular embodimem. die agonist or antagonist is an anti-PR0943 antibody. 
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In a further embodiment, &e invendon coix:enis a method of idendfying agcn^ or amagooists of a 
native PR0943 polypeptide by contacting the native PR0943 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypqitide. 

In a still further embodiment, the invention concerns a composition comprising a PR0943 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

5 

27. PR01188 

A cDN A clone (DNA52598-151 8)has been identified that encodes a novel polypeptide having homology 
to nucleotide pyropho^^hydiolase and designated m the presem application as *'PR01 188.* 

In one emboctiment, the mvendon provides an isolated nucleic acid molecule con^msing DN A encoding 
10 aPROllSSpolypqvtide. 

In one aspect, the isolated nucleic acid comprises DNA havmg at least about 80% sequence identity, 
preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 188 polypeptide having 
the sequence of amino acid residues fnmi about 22 to about 1184, inclusive of Figure 72 (SEQ ID NO: 124), or 
15 (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated niicleic acid molecule encodin g a PROl 188 
polypeptide conq)rising DNA hybridizing to the conq>lement of the nucleic acid bmeen about residues 199 and 
about 3687, inclusive, of Figure 71 (SEQ ID NO: 123). Preferably, hybridization occurs under striagem 
hybridization and wash conditions. 
20 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA havmg 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

^icoding"the"samennanTO 

(DNA52598-1518), or Q)) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
25 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in ATCC 
Deposit No. 203107 (DNA52598-1518). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprisii^ (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
30 identity to the sequence of ammo acid residues from about 22 to about 1 184, inchisive of Figure 72 (SEQ ID 
NO: 124), or the complement of the DNA of (a). 

In a further aspect, the inventicm concerns an isolated nucleic acid molecule havu^ at least about SO 
nucleotides, and preferably at least about 100 nudeotides and produced by hybridizii^ a test DNA molecule 
under stringem conditions with (a) a DNA molecule encoding a PROl 188 polypeptide having the sequence of 
35 amino acid residues from about 22 to about 1184, inclusive of Figure 72 (SEQ ID NO:124). <h^ (b) the 
con^lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence idendty, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
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preferably at least about a 95% sequence identity to (a) or (b). isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule conq)rising DNA encoding 
a PROl 188 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino add position 2 1 in the sequence of Rgure 72 (SEQ 
5 roNO:124). 

In anoflier aspect, die mvention concerns an isolated nucleic acid molecule con^riMng (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 
amino acid sequence of residues 22 to about 1184, inclusive of Figure 72 (SEQ ID NO:124), or (b) the 

10 complement of the DNA of (a). 

In another embodimcm. the faivention provides isolated PROl 188 polypeptide encoded by any of the 

isolated imdeic acid sequences herdnabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 188 polypeptide, which inone 
embodiment, includes an amino acid sequence comprising residues 22 to 1 184 of Figure 72 (SEQ ID NO: 124). 
15 hi another aspea, die invention concerns an isoteted PROl 188 polypeptide, comprising an amino add 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, mote 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 22 to about 1184, inclusive of Figure 72 (SEQ ID NO: 124). 

In a fimher aspect, the invention concerns an isolated PROl 188 polypeptide, comprising an amino acid 
20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared widi die amino acid sequence 
of readues 22 to 1 184 of Figure 72 (SEQ ID NO: 124). 

hi a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringcm conditions widi (a) a DNA molecule encodmg a PROl 188 polypeptide having die 
25 sequence of amino acid residues from about 22 to about 1 184. inclusive of Figure 72 (SEQ ID NO: 124). or (b) 
die complemem of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culturing a host cell comprismg 
die test DNA molecule under conditions suitable for wqiression of die polypqMide. and (iii) recovering die 

30 polypeptide ftom die cell culmre. 

In yet anodier embodiment, die invention concerns agonists and antagonists of die a native PRO! 188 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 188 antibody. 

In a fimher embodiment, die mvention concerns a mediod of identifying agraiists or antagonistt of a 
native PROl 188 polypeptide, by contacting die native PROl 188 polypeptide widi a candidate molecule and 
35 momtoring a biological activhy mediated by said polypeptide. 

In a still fimher embodiment, die inventionconcemsa composition comprisinga PROl 188 polypeptide, 
or an agonist or antagonist as heremabove defined, m combination witii a pharmaceutically acceptable carrier. 
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28. EBQim 

A cDNA clone (DNA53913-1490) has been identified that encodes anovd polypeptide having seipience 
identic with nctrin-la and designated in flie present appBcaiion as -PR01133." 

In one embodiment, the invention provides an isolated nucleic acid molccuk comprising DNA encoding 
aPR01133polypqitide. 

5 In OK aspect, the Isolated nudeic add comprises DNA having at least about 80% secpiei^ 

preferably at least about 85% sequence idemity. more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence idemilyto(a)aDNA molecule encodingara^^ 
the sequence of ammo add residues from about 19 to about 438. inclusive of Figure 74 {SEQ ID N0:12«. or 
(b) the complement of die DNA mdecule of (a). 

10 In another aspect, the invention concerns an isolated mideic add molecule encoding a PR01133 

polypeptide comprising DNA hybridizing to the complement of die nucldc acid between about residues 320 and 
about 1579. faiclusive. of Figure 73 (SEQ ID NO:128). Preferably, hybridization occurs under stringent 

hybridization and wash conditions. 

In a lutdier aspect, the invention concerns an isotated nucleic acid molecule comprisi^ 

15 at least about 80% sequence identiiy. preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identiiy. most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203l(i2 
(DNA53913-1490). or (b) die complement of die DNA molecule of (a). In a preferred embodhnent. die mideic 
add comprises a DNA encoding die same mature polypeptide encoded by die human piotdn cDNA in ATCC 

20 Deposit No. 203162 (DNA53913-I490). 

to a stiU further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, prefeiably at least about 85% sequence 
identity. ^ore"preferably at least about 90% sequence idemity. most preferably at least abour95%^equoice- 
idemity to the sequence of amino acid residues from about 19 to about 438. inclusive of Figure 74'<SEQ ID 

25 NO: 129). or die conqilement of the DNA of (a). 

fa a furdier aspect, die faivention concenis an isolated nucteic acid molecule havmg at ^ 

nucleotides, and preferably ai least about 100 mideoddes and produced by hybridizing a test DNA molecule 
under stringent conditions widi (a) a DNA molecule encoding a PROl 133 polypeptide having die sequence of 
amino add residues from about 19 to about 438. indusivc of Figure 74 (SEQ ID NO:129). or (b) die 

30 complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence idemity. 
preferably at least about an 85% sequence identity, more prefeiably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b). isoteting die test DNA molecule. 

fa anodier a^. die invention caicenis an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

35 preferably at least about 90% positives, most preferably at least about 95% positives when compared widi du 
amino acid sequence of residues 19 to about 438. indusive of Figure 74 (SEQ ID NO:129). or (b) die 
complemem of die DNA of (a). 
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Another embodiment is directed to fragments of a PRO 1133 polypeptide coding sequence that may find 
use as hybridization prdbes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In anodier embodiment, the mvention provides isolated PR01133 polypeptide encoded by any of the 
5 isolated nucleic acid sequences hereinabove defined. 

in a specific aspect, the invention provides isolated native sequence PROl 133 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 through 438 of Figure 74 (SEQ ID 
NO:129). 

In another aspect, the invention concerns an isolated PRO 1 133 polypeptide, comprising an amino acid 
10 sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 19 to about 438, inclusive of Figure 74 (SEQ ID NO: 129). 

In a fruther aspect, the invention concerns an isolated PROl 133 polypeptide, comprisiog an amino acid 
sequence scorix^ at least about 80% positives, preferably at least about 85% positives, more preferably at least 
IS about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 19 through 438 of Figure 74 (SEQ ID NO: 129). 

In yet another aspect, the invention concerns an isolated PRO) 133 polypqitide, comprising the sequence 
of amino acid residues 19 to about 438, mdusivc of Figure 74 (SEQ ID NO: 129), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl 133 antibody. Preferably, the PROl 133 fragment retains 
20 a qualitative biological activity of a native PROl 133 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 133 polypeptide havmg the 
sequence of amino acid residues fix)m about 19 to about 438, inclusive of Figure 74 (SEQ ID NO: 129), or (b) 
die complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
25 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
(he test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering die 
polypeptide from the cell culture. 

In yet another embodiment, ibc invention concerns agonists and antagonists of a native PROl 133 
30 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 133 antibody. 

In a further embodiment, the invention concerns a method of identil^g agonists or antagonists of a 
native PROl 133 polypeptide, by contacting die native PROl 133 polypeptide widi a candidate molecule and 
monitoriqg a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 133 polypeptide, 
35 or an agonist or antagonist as hereinabove defined, in combination widi a pharmaceutically acceptable carrier. 



84 



wo 99/63088 



PCTAJS99/122S2 



29. mom 

A cDNA clone (DNAS3978-1443) has been identified that encodes a novel polypeptide, des^ted in 
the present application as ''PR0784''. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR(>784 polypqidde. 

5 In one aspea, the isolated nucleic acid comprises DNA having at least about 80% sequence identityt 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a FR0784 polypeptide haviiig 
dw sequence of amino acid residues from about 16 to about 228, mdusive of Figure 76 (SEQ ID NO: 135), or 
(b) the complement of the DNA molecule of (a). 

10 In another aspect, the invention concerns an isolated nucleic acid molecule encocyng a PR0784 

polypeptide conq>rismg DNA hybridizing to the coii^>lement of the nucleic acid between about residues 1^ and 
about 820, inclusive, of Figure 75 (SEQ ID NO: 134). Preferably, hybridization occurs voder striogem 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

IS a least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably a least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Dq>osit No. 209983 
(DNA53978-1443), or (b) the complemem of the DNA molecule of (a). In a preferred embodimem, the nucleic 
acid comprises a DNA encodmg the same mature polypeptide encoded by the hun&an protein cDNA in ATCC 

20 Deposit No. 209983 (DNA53978-1443). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

ideMtyrmore preferably at least about 90%-sequence ideniityrmost preferably — 

identity to the sequence of amiiK> acid residues from about 16 to about 228, inclusive of Figure 76 (SEQ ID 

25 NO: 135), or the coitplemcnt of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 50, and 
preferably at least 100 nuclecHides and produced by hybridizing a test DNA molecule under striiigent conditions 
with (a) a DNA molecule encoding a PR0784 polypeptide having the sequence of amino acid residues torn 
about 16 to about 228, inclusive of Figure 76 (SEQ ID NO: 135), or (b) the complement of the DNA molecule 

30 of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably at least about an 85% 
sequence identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% 
sequence identity to (a) or (b), isoiatiQg the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprisii^ DNA encodiz^ 
a PR0784 polypeptide, with or without the N-terminal signal sequence and/or the initiating mediionine, and its 

35 soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding nucleic 
acid molecule. The signal peptide has been tentatively identitied as extending from amino acid poshion about 
1 to about amino acid position 15 in the sequence of Figure 76 (SEQ ID NO: 135). The first o^membrane 
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domain has been tentatively identified as extending from about amino acid position 68 to about amino acid 

position 87 in the PR0784 amino acid sequence (Figure 76, SEQ ID NO:135). 

In another aspect, the invention concerns an isolated nucleic acid molecule con^rising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
5 anuno acid sequence of residues 16 to about 228, inclusive of Figure 76 (SEQ ID NO:135), or (b) the 

conq>leinent of the DNA of (a). 

In anodier aspect, the invendon concerns hybridization probes diat comprise fragments of the PR0784 

coding sequence, or complementary sequence thereof. The hybridization probes preferably have at least about 

20 nucleotides to about 80 nucleotides, and more preferably, at least about 40 to about 80 nucleotides. 
10 In ano&er embodiment, the invention provides isolated PR0784 pdypeptide encoded by any of Ihe 

isolated nucleic acid sequences hereinabove defined. 

In a spedfic aspert, the invention provides isolated native sequence PR0784 p^^ 
embodiment, mcludes an amino acid sequence comprising residues 16 to 228 of Figure 76 (SEQ ID NO:135). 
In another aspect, die mvention concerns an isolated PR0784 polypeptide, comprising an amino acid 
15 sequence having at least about 80% sequence idratity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 228, inclusive of Figure 76 (SEQ ID NO:135). 

In a further aspect, the invention concerns an isolated PR0784 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
20 about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 16 to 228 of Figure 76 (SEQ ID NO: 135). 

In yet another aspect, the invention concerns an isolated PR0784 polypeptide, comprising the sequence 
of amino acid residues 16 to about 228, inclusive of Figure 76 (SEQ ID NO: 135), or a fragment diereof 
sufficient to provide a binding site for an anti-PR0784 antibody. Preferably, the PR0784 fragment retains a 
25 qualitative biological activity of a native PR0784 polypeptide. 

In a still further aspect, the invention provides a polypeirtide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0784 polypeptide having the 
sequence of amino acid residues from about 16 to about 228, inclusive of Figure 76 (SEQ ID NO: 135), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
30 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering die 
polypeptide trom die cell culnire. 

In yet another embodiment, die invention concerns agonists and antagonists of the a native PR0784 
35 polypeptide. In a particular emboduncnt. die agonist or antagonist is an anti-PR0784 antibody. 

In a fimher embodiment, die invention concerns a mediod of identifying agonists or antagonists of a 
native PR0784 polypeptide, by contacting die native PR0784 polypeptide widi a candidate molecule and 
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mcmitormg a biological activity mediated by said polypq>tide. 

In a stiUftoher embodiment, the inycntioncoiiccnis a con^ PR0784polypq«idc, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

30. mom 

5 Applicants have identified a cTMA clone ttiat encodes a novel multi-^pan transmembrane polypeptide, 

wherein the polypeptide is designated in the present qjplication as •PR0783". 

In one cmbodimcm, the mvcntion provides an isolated micleic acid molecule conqvrising DNA enoodipg 
a PR0783 polypeptide. In one aspea, the isolated nucleic acid conqirises DNA encodmg (te PR0783 
polypeptide having ammo acid residues 1 to 489 of Figure 79 (SEQ ID NO: 138), or is conq>lcmemary to such 

10 encodixig nucleic acid sequence, and remains stably bound to it under at least moderate, and opdonally, under 
high stringency conditions. In other aspects, the isolated nucleic acid conq>rises DNA encoding the PR0783 
polypeptide having arnino acid residues 1 to X of Figure 79 (SEQ ID NO: 138), i;^^ 
19 to 28 of Figure 79 (SEQ ID NO:138), or is complementary to such encoding nucleic acid sequence, and 
remains stably bound to it under at least moderate, and optionally, under high stringency conditions. The 

15 isolated nucleic acid sequence may comprise the cDNA insert of the DNA53996-1442 vector deposited m June 
2, 1998 as ATCC 209921 which includes the nucleotide sequence encoding PR0783. 

In anodier embodiment, the invention provides isolated PR0783 polypq>tide. In particular, the 
invention provides isolated native sequence PR0783 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 489 of Figure 79 (SEQ ID NO:138). Additional embodiments of tiie 

20 present invention are directed to PR0783 polypeptides comprising amino acid 1 to about X of Figure 79 (SEQ 
ID NO: 138), where X is any amino acid from 19 to 28 of Figure 79 (SEQ ID NO: 138). Optionally, die PR0783 
polypeptide is obtained or is obtainable by ejqwessing the polypeptide encoded by the cDNA insert of the 
DNA53996-1442 vector doited OT^JuM2ri998ras"ATCC 20992 1^ 

In anodier embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

25 DNA45201 which comprises the nucleic acid sequence shown in Figure 80 (SEQ ID NO: 139). 

In another embodiment, tiic mvcntion provides an expressed sequence tag (EST) designated herein as 
DNA14575 which comprises die nucleic acid sequence shown in Figure 81 (SEQ ID NO: 140). 

31. PRO820 

30 A cDNA clone (DNA56041-1416) has been identified, having sequence identity witii immunoglobulin 

gamma Fc receptors tiiat encodes a novel polypq)tide, designated in the present application as "PROMO". 

In one embodiment, die invention provides an isolated nucleic acid molecule conning JMA encoding 
a PRO820 polypeptide. 

In erne aspect, die isolated nucleic acid comprises DNA haviiig at least about 80% sequence idcmiiy, 
35 preferably at least about 95% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO820 polypeptide having 
the sequence of amino acid residues from about 1 or 16 to about 124, inclusive of Figure 83 (SEQ ID NO: 146), 



87 



wo 99/63088 



PCTAJS99A12252 



or (b) die conq)lcinem of the DNA molecule of (a). The term "or* as used herein to refer to amino or nucleic 
acids is mcam to refer to two alternative embodiments provided herein, i.e., 1-124, or in another embodiment, 
16-124. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO820 
polypeptide comprising DNA hybridizmg to the complement of the nucleic acid between about residues 1 15 or 
5 160andabout486,inclmive,ofFigure82(SEQIDNO:145). Preferably, hybridizatitmoccun under stringent 

hybridization and wash conditions. 

In a ftoher aspea, the invention conoerm an isolated nucleic acid molecule conq) 
at least about 80% sequence identity, preferably at least about 85% sequence identic, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence idendqr to (a) a DNA molecule 

10 cncodmg die same mature polypeptide encoded by the human protein cDNA in ATCC Dqmit No. 203021 
(DNA56041-1416), or (b) the oonq)lemcnt of d>e DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encodmg Ae same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. (DNA56041-1416). 

In a still further aspect, the invendon concerns an isolated nucleic acid molecule comprismg (a) DNA 

15 encodmg a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 or 16 to about 124, inclusive of Figure 83 (ffiQ 
ID NO: 146), or the complemw of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 

20 a test DNA molecule under stringent conditions with (a) ^ DNA molecule encoding a PRO820 polypeptide 
having the sequence of amino acid residues from about 1 or 16 to about 124, inclusive of Figure 83 (SEQ ID 
NO: 146), or (b) die complement of die DNA molecule of (a), and. if die DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA 

25 nx>lecule. 

In anodier ^spccu die invention concerns an isolated nucleic acid molecule con^)risii^ (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when con^ared widi die 
amino acid sequence of residues 1 or 16 to about 124. inclusive of Figure 83 (SEQ ID NO: 146). or (b) die 
30 complement of die DNA of (a). 

In anodier embodiment, die invention provides isolated PRO820 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO820 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or 16 dirough 124 of Figure 83 (SEQ ID 
35 NO:146). 

In anodier aspect, die invention concerns an isolated PRO820 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
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preferably at least about 90% sequence ideniiiy, most preferably at least abom 95% scq^^ 
sequence of amino acid residues I or 16 to about 124. inclusive of Figure 83 (SEQ ID NO:146). 

In a further aspect, the invention concerns an isolated PRO820 polypeptide . comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when compared widi the amino add sequence 
5 of residues 1 or 16 through 124 of F^;ure 83 (SEQ ID NO:146). 

In a still further aspect, the invention provides a polypq>tide produced by Xi) hybridiang a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO820 polypqitide having the 
sequence of amino acid residues from about I or 16 to about 124, inclusive of Figure 83 (SEQ ID NO:146). 
or (b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
10 sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culmring a host cell 
comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypqitide from the cell culture. 

In yet another embodiment, die invention concerns ag<mists and antagonists of the a native PRO820 
15 polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO820 antibody. 

In a ftmher embodiment, the invention ccmcems a medKxl of identifying agonists or antagonists of a 
native PRO820 polypeptide, by contacting die native PRO820 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said pcrfypei^ide. 

In a still further embodiment, the invention concerns a composition comprisu^ a PRO820 polypeptide, 
20 or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

32. PROI080 

A cDNA cioM (DNA5im 

die present application as "PROIOSO." PRO1080 polypeptides have sequence identity widi DnaJ proteins. 
25 In one embodiment, die invention provides an isolated nucleic acid molecule comiKising DNA encoding 

a PRO1080 polypeptide. 

hi one aspect, die isolated nucleic acid conqirises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01080 polypqytide havuig 
30 die sequence of amino acid residues from about I or 23 to about 358, inclusive of Figure 85 (SEQ ID NO: 148), 
or (b) die complement of die DNA molecule of (a). The term "or" as used herein to refer to ammo or nucleic 
adds is meant to refer to two alternative embodunents provided herein, i.e., 1-358, or in anodier embodiment, 
23-358. 

In anodier aspect, die mventiwi concerns an isolated nucleic acid molecule encoding a PRO1080 
35 polypeptide comprising DNA hybridizing to die con^)lemcnt of die nucleic acid between about residues 159 or 
225 and about 1232, mclusive, of Figure 84<SEQ ID NO: 147). Preferably, hybridization occurs under strii^ent 
hybridization and wash conditions. 
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In a furtiicr aspect, the invention concerns an isolated nucleic acid molecule conqirising DNA having 
at least about 80 % sequence identity . preferably at least ab<Hit 85 % sequence idcntiQr , more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA mcrtcculc 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209948 
(DNA56047-1456), or (b) die complement of die DNA molecule of (a). In a preferred embodiment, the nucleic 
acid conq>rises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 209948 (DNA56047-1456). 

In a stOl further aspect, the mvention concerns an isolated nucleic acid molecule con^vrising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
idcmiqr, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identiQr to the sequence of amino acid residues froto about 1 or 23 to about 358, inclusive of Figure 85 (SEQ 
ID NO: 148), or the complement of (he DNA of (a). 

In a fiirther aspect, the mvention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1080 polypeptide 
having die sequence of amino acid residues from about 1 or 23 to about 358, mclusive of Figure 85 (SEQ ID 
NO: 148), or (b) die complement of die DNA molecule of (a), and. if die DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequemre identity to (a) or (b), isolating die test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule con^rising DNA encoding 
a PRO1080 polypeptide, widi or widiout die N-terminal signal sequence and/or die initiating mediioninc. The 
signal peptide has been tentatively identified as extending from amino acid position 1 tfirough about amino acid 
position 22 in die sequence of Figure 85 (SEQ ID NO:148). 

In anodicr aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conqiared widi die 
amino acid sequence of residues 1 or 23 to about 358. inclusive of Figure 85 (SEQ ID NO: 148), or (b) die 
conq>lement of die DNA of (a). 

In anodicr embodiment, die invention provides isolated PRO1080 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PRO1080 polypeptide, which m one 
embodiment, includes an amino acid sequence comprising residues 1 or 23 dirougji 358 of Figure 85 (SEQ ID 
NO: 148). 

In anodier aspect, die invention concerns an isolated PRO1080 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least aboiu 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino atiid residues 1 or 23 to about 358. inclusive of Figure 85 (SEQ ID NO: 148). 
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In a iiirdier aspect, the mvendon CQiK^eros an isolated PRO 
sequence scoring at least about 80% positives* preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when conqmred wifh the amino acid sequence 
of residues 1 or 23 through 358 of Figure 85 (S£Q ID NO: 148). 

In a still further aspect, the invention provides a polypq)tide produced by (i) hybridizing a test DNA 
5 molecule under stringent conditions with (a) a DNA molecule encoding a PRO1080 polypqydde having the 
sequence of amino acid residues from about 1 or 23 to about 358, inclusive of I^gure 85 (SEQ ID NO:I48), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequenoeidentity,mostprefend>ly at least about a 95% sequence identity to(a)or(b), (ii)culturiqgahostceU 
10 comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In y^ another embodiment, the invention concerns agonists and antagonists of die a native PRO1080 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO1080 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
15 native PRO1080 polypeptide, by contacting the native PRO1080 polypeptide with a candidate molecule and 
nxmitoring a biological activity mediated by said polypqytide. 

In a still further embodiment, the invention concerns a composition comprisiQg a PRO 1080 polypqitide, 
or an agonist or antagonist as hereinabove defined, in combination with a pbarmaceutically acceptable carrier. 

In anodier embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
20 DNA36527 comprising die nucleotide sequence of Figure 86 (SEQ ID NO: 149). 

33. mam 

^A-cDNA-clone (DNA5605C>-1455) has been identified thai encodes a novel polypci^ 

the present qiplication as ''PRO1079''. 
25 In one embodiment, the invention provides an isolated nucleic acid molecule conq>rising DNA encoding 

a PRO1079 polypqitide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1079 polypeptide having 
30 die sequence of amino acid residues from about 30 to about 226, inclusive of Figure 88 (SEQ ID N0:15I), or 
(b) die complemem of die DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PRO 1(^79 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 270 and 
about 860, inclusive, of Figure 87 (SEQ ID NO: 150). Preferably, hybridization occurs under striz^ent 
35 hybridization and wa^ conditions. 

In a funher aspect, the invention concerns an isolated nucleic acid molecule comprisipg DNA havii^ 
at least about 80% sequence identity, preferably at least about 85% sequence identiQr, more preferably at least 
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about 90% sequence identity, most piefcrably at least about 95% sequence idcmity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by .!« 

(DNA56050.1455).or(b)ttecomplememoftheDNAmoleculeof(a).Inaprefcrredembodimem^ 
acid comprise, a DNA encoding tbe same man« polypeptide encod«^ 

Deposit No. 2030U (DNA56050-1455). 
5 to a stiU further aspect, the invemlon concerns an isolated mKleic acid molecule comprishig <a) DNA 

encoding a polypeptide having at least about m sequence idendty^ 

identity, more preferably at least about 90% sequem» identity, most prefte*ly at least about 95% sequence 
identity to UK. sequence of amino acid residues Ihm. abom 30 to abom 226. incto^ 

NO* 151), or tiie complemeat of tiie DNA of (a). 
10 ' to a further aspect, the invemion concerns an isoU«edmKd«c acid molecule hav^ 

nucleotides and preferably a, least about 100 tmdeotides. and pioduced by hybridizing a test DNA molecule 
„«ler stringent conditions ^th (a) a DNA molecule encoding a PRO1079 polypeptide h«^ 
amino acid residues ftom about 30 to about 226. inclusive of Figure 88 (SEQ ID NO:151). or (b) the 
complemem of ti« DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence idemity . 
15 prefeiablyatleastaboman85%sequenceidemi.y.mon.preferablyatle^ 

preferably at least about a 95% sequence Idemity to (a) or (b) . isolating the test DNA tnolecnle. 
faaspecific aspect, the inventionprovides an isolated nucleic acid molecule comprisi^ 

a PRO1079 polypeptide, with or without the N-terminal sigmd sequence and/or the initiating methionme. The 
signal peptide has been tentatively identified as extending from amim, acid position 1 through about amino acid 
20 position 29 in the sequence ofFigure 88 (SEQ ID NO:15l). 

to another aspect, the invemion concerns an isolated mnrleic acid molecule comprismg (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, mon. 
preferably at least about 90% positives, most preferably at least about 95% positives when compared wttit the 
amino acid sequence of residues 30 to about 226. inclusive of Figure 88 (SEQ ID NO:151). or (b) ti« 

25 complement of the DNA of (a). 

AnotiierembodimemisdirectedtofragmentsofaPR01079polypeptidecodmgsequcncetiiatmay^ 

useashybridizationprobes. Such nucleic acid fragmems are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably ftom about 20 to about 50 
nucleotides to length, and most preferably from about 20 to about 40 nucleotides to length. 
30 to anotiter embodto^nt. the invemion provides isolaed PRO1079 polypeptide encoded by any of the 

isolated nucleic acid sequences herdnabove defined. 

toaspecific aspect, the toventionpiovides isolated m»tive8equemxPRO1079polypeptide.whic^ 

embodtoicnt. im:todes an ammo acid sequence comprising residues 30 to 226 of Figure 88 (SEQ ID N0:15l). 
to anotiier aspect, the tavention concerns an isolated PRO1079 polypeptide, comprise 
35 sequence having at least about 80% sequence idemity. preferably at least about 85% sequence idemity. more 
preferably at least about 90% sequence idemity. most preferably at least about 95% sequence idemity to the 
sequence of ammo acid residues 30 to about 226. inchuiivc of Figure 88 (SEQ ID N0:151). 
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In a further aspea, the invention concerns an isolated PRO 1079 polypeptide,comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when conqmrtd with the amino add sequence 
of residues 30 to 226 of Figure 88 (SEQ ID NO: 151). 

In yet another aspect, the invention concerns an isolated PRO 1079 polypeptide, conqnising the sequence 
5 of ammo acid residues 30 to about 226, inclusive of Figure 88 (SEQ ID N0:151), or a fragment thereof 
sufTidem to provide a bindiqg site for an anti-PRO1079 antibody. Preferably, the PRO 1079 fragment retains 
a qualitative biological activity of a native PRO1079 polypqytide. 

In a still further aspect, the invention provides a pdypeptide produced by (i) hybridiang a test DNA 
molecule under stringent conditions with (a) a DNA molecule encodiAg a PRO1079 polypeptide having the 
10 sequence of amino acid residues from about 30 to about 226, inclusiveof Figure88 (SEQ IDN0:151), or(b) 
the conq>lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identhy, preferably at least ^XNit an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell conqirisiqg 
the test DNA molecule under conditions suitable for expression of the polypqxide, and (iii) recovering the 
15 polypeptide from the cell culture, 

34. PR0793 

A cDNA clone (DNA561 10-1437) has been identified that encodes a novel transmembrane polyp^tide, 
designated in the present application as "1^0793*. 
20 In one embodunem, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0793 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably-at-least-abom-85%-sequence~identityrmore-preferably-at-least-about-90%-se 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0793 polypeptide havii^ 
25 the sequence of amino acid residues from about 1 to about 138, inclusive of Figure 90 (SEQ ID NO: 153). or 
(b) the complemem of the DNA molecule of (a). 

In ancMher aspea, the invention concerns an isolated nucleic acid molecule encoding a PR0793 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nudeotides 77 
and about 490, uu;lusive, of Figure 89 (SEQ ID NO: 152). Preferably, hybridization occurs under stringent 
30 hybridization and wash conditions. 

In a further aspea, the invention concerns an isolated nucleic acid molecule comprising DNA havmg 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203113 
35 (DNA561 10-1437) or (b) the complement of the m^eic acid molecule of j(a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the htmian protein cDNA in 
ATCC Deposit No. 203113 (DNA561 10-1437). 
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In still a fiirtier aspect, the invcmiOD concerns an isolated nucleic acid molecule conqwising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most pieferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 138. inclusive of Figure 90 (SEQ ID NO:153). or (b) 
the con^lenient of die DNA of (a). 

5 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 

nucleotides and produced by hybridiring a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0793 polypqwide having the sequence of amino acid residues ftom 1 to about 138, 
inclusive of Figuie 90 (SEQ ID NO:153), (b) the complement of the DNA molecule of (a), and, if die DNA 
molecde has at least about an 80 % sequence idendv. prefere*ly at least aboM an 85% sequence iden^ 

10 preferably at least about a 90% sequence identhy. most preferably at least about a 95 % sequence identiQr to (a) 

or (b). isolating the test DNA molecule. 

In a spedfk aspect, the invention prowdes an isolated nucleic acid n»lecule cMiprising DNA en^ 

a PR0793 polypeptide, widi or without the initiating methionine, and its soluWe. i.e., transmembrane dmnain 
deleted or inactivated variants, or is conq>lementary to such encoding nucleic acid molecule. The transmembrane 

15 domains have been tentatively identified as cittcnding from about amino acid positiOT 12 tort 

position 30. from about ammo acid position 33 to about amino acid position 52. ftom about ammo acid position 
69 to about amino acid poation 89 and frmn about amino acid position 93 to about amino acid position 109 in 
the PR0793 amino acid sequence (Figure 90, SEQ ID NO: 153). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared wifli die 
amino acid sequence of residues 1 to about 138. mclusiveof Figure 90 (SEQ ID NO:153). or (b) die complement 
oftiieDNAof(a). 

Anoflier embodiment is directed to ftagments of a PR0793 polypeptide coding sequence tiiat m^ find 
25 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in Icngtii. 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides m length and most preferably from about 20 to about 40 nucleotides in lengdi and may be derived 
from the nucleotide sequence shown in Figure 89 (SEQ ID NO: 152). 

In anodier embodiment, die invention provides isolated PR0793 polypeptide encoded by aiy of Ae 
30 isolated nucleic acid sequences hereinabove identified. 

hi a specific aspect, tiie invention provides isolated native sequence PR0793 polypqitide, which hi 
certain embodiments, includes an amino acid sequence conprising residues 1 to about 138 of Figure 90 (SEQ 
ID NO:153). 

In another aspea, die mvention concerns an isolated PR0793 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence vieadty, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 K> about 138, inclusive of Figure 90 (SEQ ID NO: 153). 



94 



wo 99/63088 



PCTAJS99/1^52 



In a further aspect, the invention concerns an isolated PR0793 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to about 138. inchisive of Figure 90 (SEQ ID NO: 153). 

In yet another aspect, the invention concerns an isolated PR0793 polypeptide, con^irising tfie sequence 
5 of ammo add residues 1 to about 138, indusive of Figure 90 (SEQ ID hK>: 153), or a tragmem thereof suffid^ 
to provide a binding site for an anti-PR0793 antibody. Preferably, the PR0793 fragment retains a qualitative 
biological activity of a nadve PR0793 polypq>tide. 

In a still further aspect, the mvention provides a polypef^ide produced by (i) faybridizmg a test IMA 
molecule under stringent conditi<»is wilh <a) a DNA molecule encodiog a PR0793 polypeptide having die 
10 sequence of amino add residues from about 1 to about 138, indusive of Figure 90 (SEQ ID NO:153), or (b) 
the conQ)lementofthe DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell cx>mpming 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recoveriqg the 
IS polypeptide from the cell culture. 

In another embodunent, the invention provides an expressed sequence tag (EST) designated herein as 
DNAS0177 comprising the nucleotide sequence of Figure 91 (SEQ ID NO: 154). 

35. PRO1016 

20 A cDNA clone (DNA561 13-1378) has been identified, havii^ sequence identity with acyltransferases 

diat encodes a novel polypeptide, designated in the present application as "PRO 1016". 

In one embodiment, the invention provides an isolated nucleic add molecule comprisiiig DNA encoding 
-a"PRO1016 polypcptideT 

In one aspect, die isolated nuddc acid comprises DNA having at least about 80% sequence identity, 
25 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1016 polypeptide having 
the sequence of amino add residues from about 1 or 19 to about 378, inclusive of Figure 93 (SEQ ID NO: 15^, 
or (b) the complement of die DNA molecule of (a). The term "or" as used herein to refer to amino or nucleic 
acids is meant to refer to two alternative embodiments provided herein, i.e., 1-378, or in another embodiment, 
30 19-378. 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PRO1016 
polypeptide comprisiiig DNA hybridizing to the complemem of die nucleic acid between about residues 168 or 
222 and about 1301 , inclusive, of Figure 92 (SEQ ID NO: 155). Preferably, hybridization occurs under strii^nt 
hybridization and wash conditions. 
35 In a further aspect, die invention concerns an isolated nucleic acid molecule comprisiiig DNA havii^ 

at least about 80% sequence identity, preferably at least about 85% sequence idend^, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203049 
(DNAS61 13-1378), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
add conqxrises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
DeposU No. 203049 (DNA561 13-1378). 

In a still further aspea, the invention concems an isolated nucleic acid molecule comprising (a) DNA 

S encoding a polypeptide having at least about 80% sequence idendty, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues fhim about 1 or 19 to about 378, inclusive of Figure 93 (S£Q 
ID NO: 156), or the oomplemem of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 

10 a test DNA molecule under stringent conditions With (a) a DNA molecule encoding a PRO1016 polypeptide 
having the sequence of ammo acid residues from about 1 or 19 to about 378, inclusive of Rgure 93 (SEQ ID 
NO:156), or (b) complement of the DNA molecule of (a), and, if the DNA molecule has at least aboitt an 
80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence idendty, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 

IS molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1016 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domains deleted or inactivated variants, or is conq>lementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
20 1 through about anuno acid position 18 in the sequence of Figure 93 (SEQ ID NO: 156). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 305 through about amino 
acid position 330 and from about amino acid position 332 through about anuiK> acid position 352 in the 
PRO1016 amino acid sequence (Figure 93, SEQ ID NO: 156). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conqiared with the 
amino acid sequence of residues 1 or 19 to about 378, inclusive of Figure 93 (SEQ ID NO: 156). or (b) die 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO1016 polypeptide encoded by any of die 
30 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1016 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or 19 dirough 378 of Figure 93 (SEQ ID 
NO: 156). 

In another aspect, die invention concerns an isolated PRO1016 polypeptide, comprising anamino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 19 to about 378, inclusive of Figure 93 (SEQ ID NO: 156). 
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In a further aspect, the invemion ooncems an isolated PRO 1016 polypeptide, comprising an amino add 
sequence scoring at lea^ about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when conq)ared with the anuno acid sequence 
of residues 1 or 19 dirough 378 of Figure 93 (SEQ ID NO:156). 

In a still further aspect, the mvention provides a polypeptide produced by <i) hybridiang a test DNA 
5 molecule under stringent conditions widi (a) a DNA molecule encoding a PRO1016 polypqvdde having the 
sequence of anuno acid residues from about 1 or 19 to about 378, inclusive of Figure 93 (SEQ ID N0:150, 
or (b) die complemmt of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence idendty , most preferably at least about a % sequence identity to (a) or (b) , <ii) culturtQg a host oeU 
10 conq)ristng die test DNA molecule under condidons suitable for expression of the polypeptide, and <iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of die a luitive PRO1016 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1016 antibody. 

In a further embodiment, the invention concems a method of identifying agonists or antagonists of a 
IS native PRO1016 polypeptide, by contaou^ the native PRO1016 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the inventira concerns a composition comprising a PRO1016 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

20 36. PRO1013 

Applicants have identified a cDN A clone that encodes a novel polypeptide havipg sequence identity widi 
P120, wherein die polypeptide is designated in the present application as "PROIOH*. 

inone embodimou, the invention provid^^isoiated nucleicac com^i^ DNA encoding 

a PRO1013 polypeptide. In one aspect, die isolated nucleic acid comprises DNA encodmg die PRO1013 
25 polypeptide having ammo acid residues 1 dirough 409 of Figure 95 (SEQ ID NO: 158), or is conq>lementary to 
such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. The isolated nucleic acid sequence may conq;>rise the cDNA insert of the 
vector deposited on June 2, 1998 widi die ATCC as DNA56410-1414 whidi includes die nucleotide sequence 
encoding PRO1013. 

30 In anoOier embodiment, die invention provides isolated PRO1013 polypeptide. In particular, die 

invention provides isolated native sequence PRO 1013 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 dirough 409 of Figure 95 (SEQ ID NO: 158). Optionally, die PRO1013 
polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert of the vector 
deposited on June 2, 1998 widi die ATCC as DNA56410-1414. 

35 
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37. EBQ22Z 

Applicants have idemificd a cDNA clone that encodes a novel polypeptide having homology to glypican 
famUy proteins, wherein the polypeptide is designated in the present application as •PR0937*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0937 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PR0937 

5 polypeptide having amino acid residues 1 to 556 of Figure 97 (SEQ ID NO: 1 60). or is complementary to such 
encodmg nucleic acid sequence, and remains stably bound to it under at least moderate, and opiiooaUy, und^ 
high stringency conditions. In other aspects, the isolated nucleic acid conqyrises DNA encodiiiig the PR0937 
polypeptide having amino acid residues about 23 to 556 of Figure 97 (SEQ ID NO: 1 60), or is complementary 
to such encoding nucleic acid sequence, and remams stably bound to it under at least moderate, and optionally , 

10 under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
DNA56436-1448 vector deposited on May 27. 1998. as ATCC 209902 which mcludes the nucleotide sequence 
encoding PR0937. . . 

In another embodiment, the invention provides isolated PR0937 polypq)tide. In particular, the 
invention provides isolated native sequence PR0937 polypeptide, which in one embodiment, includes an amino 

15 acid sequence comprismg residues 1 to 556 of Figure 97 (SEQ ID NO: 160). Additional embodiments of the 
present mvention are directed to PR0937 polypqvtides comprising amino acids about 23 to 556 of Figure 97 
(SEQ ID NO: 160). Optionally, the PR0937 polypeptide is obtained or is obtamable by expressmg the 
polypeptide encoded by the cDNA insert of the DNA56436-1448 vector deposited on May 27, 1998 as ATCC 
209902. 

20 

38. ESQS42 

A cDNA clone (DNA56855-1447) has been identified that encodes a novel secreted polypeptide, 
designated in the present aj^lication as **PR0842.*' 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
25 a PR0842 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0842 polypeptide having 
the sequence of amino acid residues from about 23 to about 1 19, inclusive of Figure 99 (SEQ ID NO: 165), or 
30 (b) the complemem of tiie DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0842 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 219 and 
sibout 509, inclusive, of Figure 98 (SEQ ID NO: 164). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
35 In a further aspect, die invention concerns an isolated nucleic acid molecule con^msmg DNA having 

at least about 80% sequence identity. preferaWy at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encoding the same mature polypeptide encoded by the human pxotein cDNA in ATCC Dqx»it No. 203004 
(DNA568S5-1447), or (b) the conq>iement of the DNA molecule of (a). In a preferred embodiment, Che nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATGC 
DeposU No. 203004 (DNA56855.1447). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprisii^ (a) DNA 
5 encoding a polypeptide having at least about 80% sequence identic, preferaMy at least about 85% sequence 
identic, more preferably at least about 90% sequence identic, most preferably at least about 95% sequence 
identic to the sequence of amino acid residues from about 23 to about 119, inclusive of Figure 99 (SEQ ID 
NO: 165), or the complement of the DNA of (a). 

In a fiuifaer aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
10 nucleotides, and preferaUy at least about 100 nucleotides, and produced by faybridizii^ a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR0842 polypeptide having the sequence of 
amino acid residues from about 23 to about 119, inclusive of Figure 99 (SEQ ID NO:165), or (b) the 
con^lemem of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identiqr, most 
IS preferably at least about a 95% sequence identity to (a) or (b), isolatmg the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule conq>rismg DNA encoding 
a PR0842 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and its 
soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding nucleic 
acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 1 
20 through about amino acid position 22 in the sequence of Figure 99 (SEQ ID N0:165). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) UNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

^prefe^bly~at least~about 90%~positivesrmost preferably at least about 95 %-^^ 

amino acid sequence of residues 23 to about 119, inclusive of Figure 99 (SEQ ID NO: 165), or (b) the 
25 conqplement of the DNA of (a). 

Another embodiment is directed to fr^ments of a PR08^ polypeptide coding sequence that rosy find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in leqgth. 
30 In another embodiment, die invention provides isolated PR0842 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR08^ polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 23 to 1 19 of Figure 99 {SEQ ID NO: 165). 
In another aspect, the invention concerns an isolated PR0842 polypeptide, con^nising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence idemiiy to the 
sequence of amino acid residues 23 to about 1 19, inclusive of Figure 99 <S£Q ID NO: 165). 
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In a further aspect, the inventicm concerns an isolated PR0842 polypeptide, con^msing an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when con^>ared with the ammo acid sequence 
of residues 23 to 119 of Figure 99 (SEQ ID NO:165). 

In yet another aspect, the invention concerns an isolated PR0842pdypeptide,comprismg^ 

5 of amino acid residues 23 to about 119, iiMilusive of Figure 99 (SEQ ID NO:165), or a fragment thereof 
sufRdent to provide a binding site for an anti-PR0842 antibody. Preferably, the PR0842 fragment retains a 
qualitative biological activity of a native PR0842 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizipg a test DNA 
molecule under stringent conditions with (a) a DNA nK)lecule encoding a PR0842 polypeptide having the 

10 sequence of amino acid residues from about 23 to about 119, inclusive ofFigure 99 (SEQ ID NO: 165), or (b) 
die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identic, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culturing a host cell corajmsing 
the test DNA molecule under conditions suitable for expressicm of the polypeptide, and (iii) recoverii^ the 

15 polypeptide from the cell culnire. 

39* PR0839 

A cDNA clone (DNA56859-1445) has been identified that encodes a novel polypeptide, designated in 
the present application as ''PR0839.*' 
20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0839 polypqydde. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0839 polypeptide having 

25 the sequence of amino acid residues from about 24 to about 87, inclusive of Figure 101 (SEQ ID NO: 167), or 
(b) the complement of the DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0839 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 71 and 
about 262, inclusive, of Figure 100 (SEQ ID NO: 166). Preferably, hybridization occurs under stringent 

30 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mamre polypeptide encoded by the human protein cDNA m ATCC Deposit No. 203019 

35 (DNA56859-1445), or (b) the con^ilement of die DNA molecule of (a). In a preferred embodiment, the nucleic . 
acid comprises a DNA encoding the same mature polypeptide encoded by the htunan protein cDNA in ATCC 
Deposit No. 203019 (DNA56859-1445). 
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In a still further aspect, the invraticm conccnis an isolated nuckic acid molecule comprising Xa) DNA 
ciKX)dmg a polypeptide having at least about 80% sequence identior, preferaWy at least about 85% sequence 
identic, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues from about 24 to about 87, inclusive of Figure 101 (SEQ ID 
NO: 167), or die con^lement of die DNA of (a). 
5 In a fimher aspect, die invendon concerns an isolated nucleic Kid molecule having at least 50 

nucleotides , and preferably at least 100 nucleotides and produced by hybridizing a test DNA mdecule under 
stringemconditiimswitii(a)aDNAmolecdeencodingaPR0839poly^^ 

residues from about 24 to about 87, inclusive ofFigurc 101 <SEQ ID NO: 167). or (b) die complement of die 

DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, jncferably at least 
10 about an 85 % sequence identity , more preferably at least about a 90 % sequence identity , most preferably at least 

about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid inolecule con^ 

a PR0839 polypeptide, widi or widiout die N-ierminal signal sequence and/or die initiating mediionine. and its 

sohible. i.e. transmembrane domain deletcdor inactivated variants, or is complementary to such encoding nucleic 
15 acid molecule. The signal peptide has been tentatively identified as exiendmg from amino acid position 1 

dirough about amino acid position 23 m die sequence of Figure 101 (SEQ ID NO:167). 

In anodier aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
20 amino acid sequence of residues 24 to about 87, inclusive of Figure 101 tSEQ ID NO:167), or (b) die 

complement of die DNA of ta). 

Anodicr embodiment is directed to fragments of a PR0839 polypeptide coding sequence diat may find 

use as hybridization pr6bcs. Such nuclci^d fr^^SsWfraObcwr^ 

preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
25 nucleotides in Ici^, and most prefwably from about 20 to about 40 nucleotides in lengdi. 

In anodier embodiment, die inventiwi provides isolated PR0839 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequemse PR0839 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues^ to 87 of Figure 101 {SEQ ID NO:167). 
30 In anodier aspect, die invention concerns an isolated PR0839 polypeptide, comprisu^ an ammo acid 

sequence having at least about 80% sequence identity, preferably a least about 85% sequeirce identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 24 to about 87. inclusive of Figure 101 <SEQ ID NO: 167). 

In a fiirtiier aspect, die invention concerns an isolated PR0839 polypeptide, comprising an amino acid 
35 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared widi die amino acid sequence 
of residues 24 to 87 of Figure 101 <SEQ ID NO: 167). 
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In yet another aspect, the invention concerns an isolated PR0839 polypeptide, cooqnising the sequence 
of amino acid residues 24 to about 87, inchisive of Figure 101 (SEQ ID NO:167), or a fragment thereof 
sufficient to provide a binding site for an anti-PR0839 antibody. Preferably, the PR0839 fragment retains a 
qualitative biological activity of a nadve PROS39 polypeptide. 

In a still further a^t, the invention provides a polypeptide produced by (i) hybricUinng a test DNA 
5 molecule under stringent conditions widi (a) a DNA molecule encoding a PR0839 polypeptide having the 
sequence of amino acid residues from about 24 to about 87, inclusive of Figure 101 (SEQ ID NO:167), or (b) 
the cciiq)lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 83% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (iO culmring a host cell conqxrising 
10 the test DNA molecule under conditions suitable for expression of the polypqidde, and (iii) recoveriog die 
polypqytide from the cell culture. 

40. EBQllM 

Applicants have identified a cDN A clone (DN A56860- 1 5 1 0) having homology to nucleic acid encoding 
IS methyltransferase enzymes that encodes a novel polypeptide, designated in the present plication as 
•PRO1180', 

In one embodiment, the invention provides an isolated nucleic acid molecule con^risiog DNA encoding 
a PROI180 polypeptide. 

In one aspect, the isolated nucleic acid conq>rises DNA having at least about 80% sequence identity, 
20 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 180 polypeptide having 
the sequence of amino acid residues from about 1 or about 24 to about 277, inclusive of Figure 103 (SEQ ID 
NO: 169), or (b) the conq)lement of the DNA molecule of (a). 

In another aspect, the invendon concerns an isolated nupleic acid molecule encoding a PROl 180 
25 polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about nucleotides 78 
or about 147 and about 908, inclusive of Figure 102 (SEQ ID NO: 168). Preferably, hybridization occurs under 
stringent hybridization and wash condidons. 

In a further aspect, the invendon concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
30 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodic^ die same mature polypeptide encoded by the human protein cDNA m ATCC DqKisit No. 209952 
(DNA56860-I510). In a preferred embodiment, die nucleic acid comprises a DNA encoding die same manire 
polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209952 (DNA56860-1510). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
35 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 24 to about 277, inclusive of Figure 103 (SEQ ID 
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NO: 169). 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 1 80 polypeptide, with or without the N-terminal signal sequence and/or the initiating meduomne, or is 
con^lementaiy to such encoding nucleic acid molecule. The signal pq)tide has been tentatively identified as 
extending from about amino add position 1 to about amino acid position 23 in the sequence of Figure 103 (SEQ 
S ID NO: 169). 

In another aspect* die invention concems an isolated nucleic acid molecule oomprisii^ DNA encoding 
a polypeptide scoring at least about 80% positives* preferably at least about 85% positives* more i»:e£erably at 
least about 90% positives* most preferably at least about 95% positives v/hen coii^>ared with the amino acid 
sequence of residues 1 or about 24 to about 277, inclusive of Figure 103 <SEQ ID NO:169). 
1 0 Anodier embodunent is directed to fragments of a PRO 1 1 80 polypqitide coding sequence diat may find 

use as hybridization probes. Such mideic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length* more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in lei^; 

In another embodimem, the invention provides isolated PROl 180 polypq>tide encoded by any of die 
15 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1 1 80 polypeptide * which in one 
embodimem, includes an amino acid sequence comprising residues 1 or about 24 to about 277 of Figure 103 
(SEQ ID NO: 169). 

In another aspect* the invention concems an isolated PROl 180 polypeptide, comprising an amino add 
20 sequence having at least about 80% sequence identic, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity* most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 24 to about 277, inclusive of Figure 103<SEQ ID NO: 169). 
In a further aspect^the invention concems an isolated PROl 1 80 polypeptideroonQ>rising an anuno acid- 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
25 about 90 % positives, roost preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 24 to about 277, inclusive of Figure 103 (SEQ ID NO: 169). 

In yet another aspect , the invention concems an isolated PRO 1 1 80 polypeptide* comprising the sequence 
of ammo acid residues 1 or about 24 to about 277, inclusive of Figure 103 (SEQ ID NO:169), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO 1 180 antibody. Preferably, the PROl 180 frz^ment 
30 retains a qualitative biological activity of a native PROl 180 polypeptide. 

In another aspect, the present invention is directed to fr^ments of a PRO1180 polypeptide whkh are 
sufficiemly long to provide an epitope against which an antibo^ may be generated. 

In yet another embodiment, the invention concerns ^onists and antagonists of a native PROl 180 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti*PR01 180 antibo^. 
35 In a further embodiment, the invention concems screening ass^^s to identify agonists or antagonists of 

a native PROl 180 polypeptide. 
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In still a further cmbodimcni, the invention concerns a compositianconqnising a PROl 1 SOpolypepade, 
or an agonist or antagonist as hereinabove defined, m combination with a pharmaocuticaUy acceptable carrier. 

41. PR01134 

A cDNA cloM (DNA56865.1491) has been identified that encodes a novel secreted polypqrtide, 
5 designated in the present ^ication as "PROl 134". 

In one embodunent, the invention provides an isolated nucleic acid molecule comprising DN A cncodipg 

a PR01134 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence idcntior. more preferably at least about 90% sequence identic, most 
10 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 134 polypeptide havmg 
the sequence of ammo acid residues from about 1 or about 24 to about 37 1 , hiclusive of Figure 105 (SEQ ID 
NO: 171), (b) the complement of the DNA molecule of (a). 

In anodwr aspect, tiie invention concerns an isolated nucleic acid molecule encoding a PROl 134 
polypeptide comprising DNA hybridizh:]^g to the complement of the nucleic acid between about nucleotides 153 
15 or about 222 and about 1265, mclusive, of Figure 104 (SEQ ID NO:170). Preferably, hybridization occurs 
under stringent hybridization and wash conditioDs. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
20 encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203022 
{DNA56865-1491) or (b) die complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid conqmses a DNA encoding tiie same mature polypeptide encoded by die human protein cDNA in 
ATCC Deposit No. 203022 (DNA56865-1491). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequrace of amino add residues 1 or about 24 to about 371. inclusive of Figure 105 (SEQ ID 
NO:17i), or (b) die conq)lement of die DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least 10 
30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions widi (a) a DNA 
molecule encoding a PROl 134 polypeptide having die sequence of amino acid residues from 1 or about 24 to 
about 371, inclusive of Figure 105 (SEQ ID N0:171), or (b) die complement of die DNA molecule of (a), and. 
if the DNA molecule has a least about an 80 % sequence identity, prefereably a least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
35 identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspea. die invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01134 polypeptide, widi or widioui die N-icrminal signal sequence and/or die initiating metiiionine, or is 
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complementary to such encoding nucleic acid molecule. The signal peptide has been tentativeiy identified as 
extending from about amino acid position 1 to about amino acid position 23 in the sequence of Hgure 105 (SEQ 
IDN0:171). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising ^a) DNA 
encoding a polypeptide scoriiig a least about 80% positives, preferably at least about 85% positives, more 
5 prefisrably at least about 90% positives, most preferably at least about 95% positives wboi conqiared widi die 
amino add sequence of residues 1 or about 24 to about 371, inclusive of Ingurt 105 (SEQ ID NO:171), or (b) 
the conq>lement of the DNA of (a). 

Another embodimem is directed to fragments of a PROl 134 polypeptide coding sequem 

use as hybridization probes. Sudi nudeic acid fragments are from about 20 to about 80 nudeotides in heogk^ 
10 preferably from about 20 to about 60 micleotidies in iengtii, more preferably from about 20 to about 50 

nudeotides m lengdi and most preferably from about 20 to about 40 nudeotides in lengdi and may be derived 

from the nucleotide sequ^ice shown in Figure 104 (SEQ ID NO:170). 

In another embodiment, the invention provides isolated PROl 134 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 
IS In a specific zspect, the invention provides isolated native sequence PROl 134 polypeptide, which in 

certain embodiments, indudes an ammo acid sequence comprising residues 1 or about 24 to about 371 of Figure 

105 (SEQ ID NO: 171). 

In another aspect, the invention concerns an isolated raOl 134 polypeptide, conqmsing an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 

20 preferably at least about 90% sequence identity, most preferably at least about 95% sequmce identity to the 
sequence of amino acid residues 1 or about 24 to about 371 , inclusive of Figure 105 (SEQ ID NO: 171). 

In a further aspea, the invention concerns an isolated PROl 134 polypeptide, conqnlsipg an ammo add 

sequence scoring at least abom 80% positives, preferably at least about 85 %^^^ — 

about 90% positives, most preferably at least about 95% positives when coiiq>ared with the amino acid sequence 

25 of residues 1 or about 24 to about 371, indusive of Figure 105 (SEQ ID NO: 171). 

In yet anodter aspect, die invention concerns an isolated PRO 1 1 34 polypeptide, con^rising die sequence 
of amino add residues 1 or about 24 to about 371, indusive of Figure 105 (SEQ ID N0:171), or a fragment 
tiiereof sufficient to provide a binding site for an anti-PROl 134 antibody. Preferably, die PROl 134 fragment 
retains a qualitative biological activity of a native PROl 134 polypeptide, 

30 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringem conditions witii (a) a DNA molecule encodmg a PROl 134 polypeptide having die 
sequence of amiiK> acid residues from about 1 or about 24 to about 371, inclusive of F^ure 105 (SEQ ID 
N0:171), or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identic, more preiierably at least about a 

35 90% sequence identity, most preferably at least about a 5^% sequence identic to (a) or (b), (ii) culmrii^ a host 
cell comprising die test DNA molecule under conditions suitable for esqiression of the polypeptide, and (iii) 
recovering die polypeptide from the cell culture. 
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In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA52352 conqmsing the nucleotide sequence of SEQ ID NO: 172 (see Figure 106). 

In another cmbo^menl, the invention provides an expressed sequence tag (EST) designated herein as 
DNA55725 comprising the nucleotide sequence of SEQ ID NO: 173 (see Figure 107). 

5 PRO830 

A cDNA clone (DNA56866-1342) has been identified that encodes a novel secreted polypqiddc, 

designated in the present s^lication as "PRO830". 

In one embodimcm, the invention provides an isolated nucleic acid molec^ 

a PRO830 polypeptide. 

0 In one aspect, tte isolated nucleic acid cbmprises DN A having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least ab<Htt 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA ^oleculc encoding a PRO830 polypeptide having 
the sequence of amino acid residues ftom about 1 or about 34 to about 87, inclusive of Figure 109 (SEQ ID 
NO: 175), or (b) the complement of the DNA molecule of (a). 
.5 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO830 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 154 
or about 253 and about 414, mdusive, of Figure 108 (SEQ ID NO: 174). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
10 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by tiie human protein cDNA in ATCC Deposit No. 203023 
(DNA56866-1342) or (b) the complement of tiie nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same matOre polypeptide encoded by die human protein cDNA in 
25 ATCC Deposit No. 203023 (DNA56866.1342). 

In still a fiirtiier aspect, tiie invention concerns an isolated nucleic acid molecule conq)rising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequrace 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid rcsidiMss 1 or about 34 to about 87, inclusive of Figure 109 (SEQ ID 
30 NO: 175), or (b) tiie complement of the DNA of (a). 

In a further a^t, the invention concerns an isolated nucleic acid naolecule having at least 10 
nucleotides and produced by hybridiang a lest DNA molecule under stringem conditions witii (a) a DNA 
molecule encoding a PRO830 polypeptide having tfie sequence of amino acid residues from 1 or about 34 to 
about 87, inclusive of Figure 109 (SEQ ID NO: 175). or (b) the complement of tijc DNA molecule of (a), and, 
35 if tiie DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b). isolating tiie test DNA molecule. 
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Inaspecific aspect, the invemioniMovides 
a PRO830 polypeptide, with or withom the N^erminal sip^ 

complenW to such encoding nodeic acid nKto»^ The signal peptide has been tentatively identified as 
extendn^ftotn about amino add positionlto about aniino acid posits 

ID NO: 175). 

5 In another aspe«, the faivemion concern an isolated mideic add molecute 

encodn« a polypeptide scoring at least about 80% positives, preferably at ^ 
preferably at least about 90* positives, most prefen*ly at least about 95% posW^ 
amino add sequence of residues 1 or about 34 to about 87. inclusive of Figure 1^ 

the complement of the DNA of (a). 
10 Anotherembodimemi8directedtofragmentsofaPR0830polypeptidecodingsequence^^ 

use as hybridization piobes. Sud. nndcic add ftegmems are fhm. about 20 to about 80 mKieotid« 
preferably ftom about 20 to about 60 nudeotkto in length. mo« pteferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in 

from the nucleotide sequence shown in Figure 108 (SEQ ID NO: 174). 
15 fa another embodimem. the invention provides isolated PRO830 polypeptide encoded by ^ 

isolated nudeic acid sequences hereinabove identified. 

In a spedfic aspect, the invemion provides isolated native sequence PRO830 polypeptide, whidi in 
ceronn embodiments. hKdudes an amino add sequence compri^^ 
109 (SEQ ID NO: 175). 

20 in another aspect, the invemion concerns an isolated PRO830 polypeptide, comprising an amnio acid 

sequence havmg at least about 80% sequence identity, preferably at least about 85% ^ 

p^fcrably at least about 90 % sequence ide fflity. most preferably at leas, about 95 % sequenc e identity^ ^the 

sequence of amino add residues 1 or about 34 to about 87. inclusive of Figure 109 (SEQ ID NO:175). 

faafuilheraspect.flieinventionconceinsanisolatedPRO830polypeptide. comprising an amino add 
25 sequence scoring at least abom 80% positives, preferably at least abo« 85% positives, mo^ 
abo«90%po8itives.mostpieferablyatleastabout9S%positiveswhencomparedwiththeam™ 

of lesidues 1 or about 34 to about 87. mdusive of Figure 109<SEQ ID NO:l75). 

in yet anodier aspect, the invention concerns an isolated PRO830 polypeptide, comprising the sequence 
of ammo acid residues 1 or about 34 to about 87. indusive of Figure 109 (SEQ ID NO: 175). or a fragmem 
30 thereof suffident to piovide a binding site for an anti-PRO830 antibody. Preferably, the PRO830 fr^nt 
retains a qualitative biological activity of a native PRO830 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
^rfecule under stringent conditions wift (a) a DNA molecule encodmg a PRO830 polypeptide having die 
sequence of amino add residues from about I or about 34 to about 87. indusive of Fi»^ 

35 NO:175). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence idemity. preferably at ha« abom an 85% sequence idemity. more prefcr^ly at le^ 
90% sequence idemity. most preferably at least abom a 95 % sequence identity to (a) or<b). (U) culOH^ 
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cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
lecovering the polypeptide from the cell culture. 

43. PROlllS 

A cDNA clone 0DNA56868-1478) has been identified that encodes a novel transmembrane polypQ»tide, 
5 designated in the present application as "PROlllS". 

In one embodiment, the mvention provides an isolated nucleic acid molecule comprising DNA encoding 
aPROlliSpolypeiMide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identiqr, 
preferably at least about 85% sequence identic, more preferably at least about 90% sequence identhy, most 

10 preferably at least about 9S % sequence identity to (a) a DNA molecule encodipg a PROl 1 15 polypeptide having 
die sequence of ammo add residues from about 21 to about 445, inclusive of Figure 1 1 1 (SEQ ID NO: 177), or 
(b) the complement of tfie DNA mdecule of (a). 

In another aspect, die mvention concerns an isolated nucleic acid molecule encoding a PROlllS 
polypeptide conq>rising DNA hybridimg to the complement of the nucleic acid between about residues 249 and 

15 about 1523, inclusive, of Figure 110 (SEQ ID NO: 176). Preferably, hybridizadon occurs under strir^gem 
hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

20 encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203024 
(DNA56868-1478), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die nucleic 
acid comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203024 (DNA56868-1478). 

In a still further aspect, the mvention concerns an isolated nucleic acid molecule conqirising (a) DNA 

25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 21 to about 445, inclusive of Figure 111 (SEQ ID 
NO: 177), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

30 nucleotides and preferably at least about 100 nucleotides and produced by hybridizing a cest DNA molecule under 
stringent conditions with (a) a DNA molecule encoding a PROl 1 15 polypeptide having die sequence of amino 
acid residues from about 21 to about 445. inclusive of Figure 111 (SEQ ID NO: 177), or (b) die complement 
of the DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence idemity , more preferably at least about a 90 % sequence identity, most preferably 

35 at least about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 1 15 polypeptide, widi or widiout die N-terminal signal sequence and/or the iiutiating methionine, and 
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one or more of its transinembraiie domains deleted or inactivated, or is compiementaiy to sudi cnnoding nucleic 
acid molecule. The signal peptide has been tentatively identified as extending ham amino add position 1 
through about amino acid position 20 in die sequence of Figure 111 (SEQ ID NO: 177). Transmembrane 
domains have been tentatively identified as extending from about amino acid positicms 35-54, 75-97, 126-146, 
185-204, 333-350, and 352-371 in die PR01115 amino acid sequence (Figure 111. SEQ ID NO: 177). 
S In another aspect, die invention concerns an isolated nucleic acid molecule conqirising t&) DNA 

encoding a polypqytide scoring at least about 80% positives, preferably at least about 85% positives, more 
prefierably at least about 90% positives, most preferably at least about 95% positives when compared widi the 
amino acid sequence of residues 21 to about 445, inclusive of Figure 111 (SEQ ID NO:177), or (b) the 
complement of the DNA of (a). 

10 Another embodimeitt is directed to fiagmentsofaPROl 115 polypeptide coding sequence that 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in leqgdi. 
preferably from about 20 to about 60 nucleoddes in length, more preferably from about 20 to about 50 
nucleoddes in lepgth, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01115 polypeptide encoded by any of the 

15 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 1 15 polypeptide, whidi in one 
embodiment, includes an amino acid sequence conq»risiiig residues 21 to 445 of Figure 111 (SEQ ID NO: 177). 

In another aspect, the invention concerns an isolated PROl 1 15 polypeptide, conqirisiAg an amino acid 
sequence having at least about 80% sequence idendty, preferably at least about 85% sequence identity, more 

20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 445, inclusive of Figure 1 1 1 (SEQ ID NO: 177). 

In a iiirther aspect, the invention concerns an isolated PRO 1115 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% postdves, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 

25 of residues 21 to 445 of Figure 111 (SEQ ID NO:177). 

In yet another aspect, die invendon concerns an isolated PRO 1115 polypeptide, comprising die sequence 
of amino acid residues 21 to about 445, inclusive of Figure 111 <^Q ID NO:177), or a fragment thereof 
sufficient to provide a binding site for an and-PROl 1 15 antibody. Preferably, the PROl 1 15 fragment retains 
a qualiutive biological activity of a native PROl 1 15 polypeptide. 

30 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizu^ a test DNA 

molecule under stringent conditions widi (a) a DNA molecule encoding a PROl 115 polypeptide having the 
sequence of amino acid residues from about 21 to about 445. inclusive of Figure 1 1 1 (SEQ ID NO: 177), or (b) 
die conqilement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

35 identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culmring a host cell conqirising 
the test DNA molecule under conditions suitable for expression of the polypeptide, , and <tii) recoveriqg the 
polypeptide from the cell culture. 
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44. PR01277 

A cDN A clone (DN AS6869-1 545) has been identified that encodes a novel polypeptidehaving homology 
to Coch-5B2 and designated in the present ^licadon as "FROllT?." 

In one embodiment, the invention provides an isolated nucleic acid molecule conqnising DN A encoding 
a PR01277 polypeptide. 

5 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01277 polypeptide having 
the sequence of amino acid residues from about 27 to about 678, inclusive of Figure 113 (SEQ ID NO: 179), or 
(b) the complement of the DNA molecule of (a). 

10 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01277 

polypeptide comprising DNA hybridizii^ to the complement of the nucleic acid between about residues 266 and 
about 2221, inclusive, of Figure 112 (SEQ ID NO: 178). Preferably, hybridization occurs under stringem 
hybridization and wash conditiaos. 

In a further aspect, the invention concerns an isolated nucleic acid molecule con^rising DNA having 

15 at least about 80% sequence identic, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203161 
(DNA56869-1545), or (b) the con^ilement of die DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide eiKxxied by the human protein cDNA in ATCC 

20 Deposit No. 203161 (DNA56869-1545). 

In a still further aspea, the invention concerns an isolated nucleic acid molecule conqnising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 27 to about 678, inclusive of Figure 1 13 (SEQ ID 

25 NO: 179). or the complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1277 polypeptide havii^ die sequence of 
amino acid residues from about 27 to about 678, inclusive of Figure 113 (SEQ ID NO: 179), or (b) die 

30 complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprismg DNA encoding 
a PRO 1277 polypeptide, widi or without die N-terminal signal sequence and/or the initiating mediionine, and 

35 its soluble, i.e. transmembrane domain deleted or inactivated variants, or is con:q)lementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 26 in die sequence of Figure 1 13 (SEQ ID NO: 179). The transmembrane 
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domain has been tentatively identified as extending from about amino acid position 181 to about amino acid 

position 200 in the PR01277 amino add sequence (Figure 1 13, SEQ ID NO: 179). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferal^y at least about 95% positives when compared widi die 
5 amino acid sequence of residues 27 to about 678, inclusive of Figure 113 <S£Q ID NO:179), or (b) ±e 

con^lement of the DNA of (a). 

Another embodimem is directed to fraginents <tf a PR01277 polypeptide codiiig sequent 

use as hybridization probes. Such nucleic acid iragments are fi:om about 20 to about 80 nucleotides in leqgdi. 

preferably from about 20 to about GO nucleotides in length, more preferably from about 20 to about 50 
10 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In anodier embodiment, the invention provides isolated PR01277 polypq)tide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the inveiuion provides isolated native sequence PR01277 polypeptide, whtdi in one 

embodiment, includes an amiiK) acid sequence comprising residues 27 to 678 of Figure 1 13 (SEQ ID NO: 179). 
IS In another aspea, the invention concerns an isolated PR01277 polypeptide, conq)rising an amino acid 

sequence having at least about 80% sequence identify, preferably at least about 85% sequence identity, more 

preferably at least about 90% sequence identic, nK)St preferably at least about 95% sequence identic to the 

sequence of amino acid residues 27 to about 678, inclusive of Figure 1 13 (SEQ ID NO: 179). 

In a iurther aspect, the invention concerns an isolated PRO 1277 polypeptide, comprising an amino acid 
20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

aboiu 90% positives, most preferably at least about 95% positives when compared with the anuno acid sequence 

of residues 27 to 678 of Figure 113 (SEQ ID NO:179). 
InyeT^thCTaspcctTiheinv^tion^^ 

of amino acid residues 27 to about 678, inclusive of Figure 113 (SEQ ID NO: 179), or a fragment diereof 
25 sufficient to {Hovide a binding site for an anti-PR01277 antibody. Preferably, the PR01277 fragment retains 

a qualitative biological activi^ of a native PR01277 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridiauQg a test DNA 

molecule under stringent conditions with (a) a DNA molecule encodii^ a PR01277 polypeptide having the 

sequence of amino acid residues from about 27 to about 678, inclusive of Figure 1 1 3 (SEQ ID NO: 179), or (b) 
30 the con^)lement of the DNA molecule of <a), and if the test DNA molecule has at least about an 80% sequence 

identity, preferably at least about an 85% sequence identity, more preferably at kast about a 90% sequence 

identity, most preferably at least about a ^% sequence identity to(a) or (b), (ii) culturii^ a host cell comprising 

tibe test DNA molecule under conditions suitable for e)q)res5ion of the polypeptide, and <iii) recovering the 

polypeptide from the cell culoire. 
3S In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1277 

polypeptide. In a particular embodiment, tiie agonist or antagonist is an anti-PR01277 antibody. 
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In a further embodiment, the invemkm concerns a method of identifying agonists or antagonists of a 
native PR01277 polypeptide, by contactii^ the native PR01277 polypeptide with a candidate molecule and 
monitoring a biological activity mediated fay said polypq)Cide. 

In a still further embodiment, the invention concerns a condition ccnqnising a PRO 1277 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combinadon with a itomaceutically acceptable carrier. 

5 

45. PRoitas 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to a^iha 
1,2-inannosidase, wherein the polypeptide is designated in the present qyplication as *PR6i 135". 

In one embodiment, the invention provides an isolated nucleic acid molecule conqirising DN A encoding 

10 a PR01135 polypqKide. In one aspect, the isolated nucleic acid conq>rise8 DNA encoding the PR01135 
polypeptide having amino acid residues 1 to 541 of Figure 1 15 (SEQ ID NO: 181), or is con^lementaiy to such 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the PROl 135 
polypeptide having amino acid residues about 22 to 541 of Figure 1 15 (SEQ ID NO: 181), or is complementary 

15 to nvr^ ew^i« s tmcleic acid sequence, and remains stably bcnmd to it under at least moderate, and omiooally . 
under high strix^ency conditioiis. The isolated luicleic acid sequence may conq>rise the cDNA insert of die 
DNA56870-1492 vector deposited on June 2, 1W8 as ATCC 209925 which includes the nucleotide sequence 
encoding PROl 135. 

In another embodiment, the invention provides isolated PROl 135 polypeptide. In particular, die 
20 invention provides isolated native sequence PROl 135 polypeptide, which in one embodiment, hicludes an amino 
acid sequence comprisix^ residues 1 to 541 of Figure 115 (SEQ ID NO: 181). Additional embodiments of die 
presem invention are directed to PROl 135 polypeptides comprising amino acids about 22 to 541 of Figure 1 15 
(SEQ ID NO: 181). Optionally, the PROl 135 polypeptide is obtained or is obtainable by expressing the 
polypeiHide encoded by the cDNA insert of the DNA5687()-1492 vector deposited on June 2. 1998 as ATCC 
25 209925. 

46. mam 

A cDNA clone (DNA57033-14Q3) has been identified diat encodes a novel interferon lecqitor 
polypeptide, designated in the present plication as "PROllU interferon receptor". 
30 In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 1 14 interferon receptor polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 1 14 interferon receptor 
35 polypeptide having the sequence of amino acid residues from about 1 or about 30 to about 311, inclusive of 
Figure 1 17 <SEQ ID NO: 183), or (b) die complement of die DNA molecule of (a). 
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In a«,Aer aspect, the iBvenlipn concerns « 
interferon rccetnor polypeptide coinprismg D 

about nodeotides 250 or aboot 337 and about 1182. faKdurive. of Rgure 116<SEQ ID NO:182). Preferably, 
bybridization occurs under strinesm hybridization and wash conditions. 

In a further aspect, the hmation concerns an isolated nucleic ^ 
at least about 80% sequence identiiy. preferably at least abom 85% sequence «^^^ 
abom 90% sequence identity. nK»t prefer^ly at least abc«t 95% sequence 
encodh* the san« mature polypepdde encoded fl« human pm^ 

(DNA57033-1403)or(b)thecomplementofthenucleicacidmoleculeof(a). In a preferred embodmKm. fl« 
nndeic add comprises a DNA encoding the «une mature polypeptide enco^ 

ATCC Deporit No. 209905 (DNA57033-1403). 

In stm a further aspect, ihe invention concerns an isolated mwlcic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amh» acid residues 1 or about 30 to abo« 311. indusi« 

NO- 183). or (b) the comidemem of the DNA of (a). 

In a fimher aspect, the invemion concerns an isolated nucleic acid molecule having at least 10 
n^lcotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
niolecule encodfa« a reo n 1 4 imerfeion receptor polypeptide having ti.e sequence of a^ 
1 or about 30 to about 311. indnsive of Figure 117 (SEQ ID NO:183). or (b) complemem of ti« DNA 
molecule of (a), and. if the DNA molecule has at least about an 80 % sequence idemity. prefcreably at least 
aboman 85% sequence idemity. moreprtferaWyatleast about a90% sequence ide«^^^ 

about a 95% sequence idemity to (a) or (b). isolatin g die test DNA molecule. 

Inaspecific aspect, the invemionprovides an isolated nucleic acid molecule comprisi^ 

aPROllM interfenmreceptor polypeptide, whh or without .he N-«:rminal signal sequence and/or *e initiating 
„«flrionine. and its sotable. i.e.. transmembrane domain deleted or inactivated variants, or is complementary 
.osudiencodmgnudeic acid molecule. n« signal peptide has been tentativdy identified as extendmg from 
about ammo add position 1 to about ammo add position 29 in the sequence of figure 1 17 (SEQ ID NO: 183). 
n,e transmembrane domahi has been tentatively identified as extcndmg from about ammo arid position 230 to 
about amino add position 255 in dw PR01114 imerferon receptor amino acid sequence (Figme 117. SEQ ID 

In another aspect, the imremion concerns an isolated micteic add molecule compnsmg (a) DNA 
encodmg a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, mote 
preferably at least about 90 % positives . most preferably at least about 95 % positives when compared with die 
amino acid sequence of residueslor about 30mabom311. inclusive of Figu,ell7(SEQroN0:l^^^ 

i the complement of ihe DNA of (a). 

Am«hcr embodhnem is directed to fragments of a PROl 1 14 imerferon receptor polypeptide coding 

sequence diat may fmd use as ivbridization probes. Sud. nudeic acid f««ments «e from a^^ 
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nucleotides in length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 
20 to about 50 nudeotidcs in length and most preferably from abom 20 to abom 40 n^^ 
be derived from the nucleotide sequence shown m Figure 116 (SEQ ID NO:182). 

In another embodiment, the invention provides isolated PR01114 interferon receptor polypeptide 
encoded by ai^ of die isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01114 interferon receptor 
polypeptide, which in certain embodunents. includes an amino acid sequence comprising residues 1 or about 30 
to about 311 of Figure 117 (SEQ ID NO:183). 

In aiioAer a^)ect, the mvcntion concerns an isolated PR01114 interferon receptor polypeptide, 
comprising an amino acid sequence having at least about 80 % sequence identity, preferably at least about 85 % 
sequence identity, more preferably a least aboiit 90% sequence identity, most preferably at least about 95% 
sequence identity to die sequence of amino acid residues 1 or about 30 to about 311, inclusive of Figure 117 
(SEQ ID NO:183). 

In a fiuther aspect, die invention concerns an isolated PR011I4 interferon receptor polypqjtide. 
comprising an amino acid sequence scoring at least about 80% positives, preferably at least about 85% positives, 
15 more preferably at least about 90% positives, most preferably at least about 95% positives when compared with 
die ammo acid sequence of residues 1 or about 30 to about 311, inclusive of Figure 117 (SEQ ID NO:183). 

In yet anodier aspect, die invention concerns an isolated PROl 1 14 mterferon receptor polypeptide, 
conqirising die sequence of amino acid residues 1 or about 30 to about 311, inclusive of Figure 1 1 7 (SEQ ID 
NO:183). or a fragment diereof sufficient to provide a binding site for an anti-PR01114 interferon receptor 
antibody. Preferably, die PROllW interferon receptor fragment retains a qualitative biological activity of a 
native PROl 1 14 interferon recq>tor polypeptide. 

In a still ftmhcr aspea. die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PROl 114 interferon receptor 
polypeptide having die sequence of ammo acid residues from about 1 or about 30 to about 311, inclusive of 
25 Figure 1 17 (SEQ ID NO: 183), or (b) die complement of die DNA molecule of (a), and if die test DNA molecule 
has at least about an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably 
a least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (u) 
culmring a host cell comprisu^g die test DNA molecule under conditions suitable for expression of die 
polypeptide, and (iii) recovering die polypeptide from die cell culture. 
30 In yet anodier embodiment, die invention concerns agonists and antagonists of a native PROl 114 

interferon receptor polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR01114 
interferon receptor amabody. 

In a further embodimem, die invention concerns a mediod of identifying agonists or antagonists of a 
native PROl 114 imerferon receptor polypq>tide by contacting die native PROl 114 interferon receptor 
35 polypeptide widi a candidate molecule and monitoring a biological activity mediated by said polypeptide. 

in a still fimhcr embodimem, die invention concerns a composition comprising a PROl 1 14 interferon 
receptor polypeptide, or an agonist or antagonist as hereinabove defmed. in combmarion widi a phannaceutically 
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acceptable carrier. 

In another embodiment, the invemira provides an eaqjressed sequence t^ (EST) designated herein as 
DNA48466 compriang the nucleotide sequence of SEQ ID NO:184 (see Figuie 118). 

47. PR0828 

5 Applicants have identified a cDNA done that encodes a novel polypeptide having hraxriogy to 

ghitaAione peroxidases wherem the polypeptide is designated in the present iqjplication as -PR0828-. 

In one embodiment, Ae fawention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0828 polypepdite. In one aspect, die isolated nucleic acid comprises DNA encoding die nR0828 
polypeptide having amino add residues 1 to 187 of Figure 120 (SEQ ID NO: 189). or is complementary to sodi 

0 encoding nucleic add sequence, and remains sobly bound to it under at least moderate, and optionally, under 
high stringency conditions. In other aspects, the isolated nudeic add comprises DNA encoding the PR0828 
polypeptide having amino acid residues about 22 to 187 of Figure 120 (SEQ ID NO:189), or is complementary 
to sudi enoo<Ung nucleic arid sequence, and remams stably bound to it under at least modcratt 
under high stringency conditioiis. The isolated nucleic acid sequence may comprise the cDN A insert of tiw 

15 DNA57037-1444 vector deposited on May 27. 1998 as ATCC 209903 viiiich indudes the mideotide sequence 
encodmg PR0828. 

in another embodiment, flie mvendon provides isolated PR0828 polypqjtide. In particular, die 
invention provides isolated native sequence PR0828 polypepUde. which in one embodiment, indudes an amino 
add sequence comprising residues 1 to 187 of Figure 120 (SEQ ID NO:189). Additiomil embodiments of die 
20 present invention are directed to PR0828 polypeptides comprismg amino acids about 22 to 187 of Figure 120 
(SEQ ID NO: 189). Optionally, the PR0828 polypeptide is obtained or is obtainable by exfmssing the 
polypeptide encoded by the cDNA insert of the DNA57037-1444 vector deposited on May 27. 1998 as ATCC 
209903. 



25 48. £SQifiQ2 

A cDNA d(me (DNA57129-1413) has been identified, having sequence identity widi a long cham acyl- 

CoA synthetase homologue, a loi« cham acyl-CoA symhetasc and a long chain acyl-CoA synthetase ligase diat 

encodes a novd polypeptide, designated in die present application as "PROI009." 

In one embo^ment, the mvention provides an isolated nucleic add molecule conqirishig DNA encoding 

30 a PRO1009 polypeptide. 

to one a^iea. the isolated nudeic acid comprises DNA havii^ at least about 80% sequence identi^r. 
preferably at least about 85% sequence identiQf. more preferably at least about 90% sequence identiQr. most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1009 polypeptide having 
die sequence of amino acid residues from about 1 or 23 to about 615. indusive of Figure 122 (SEQ ID NO: 194), 

35 or (b) die complement of die DNA molecule of (a). The tenn "or" as used heron to refer to amino or nudeic 
acids is meant to refer to two separate alternative embodiments provided herein. i.e.. 1-615 or 23-615. 
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In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1009 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 41 or 
107 and about 1885, inclusive, of Figure 121 (SEQ ID NO: 193). Preferably, hybridizadon occurs under 
stringem hybridization and wash conditions. 

In a further aspea, the invention concerns an isolated nucleic acid molecule comprising DNA having 

5 at least about 80% sequence idcnthy, preferably at least about 85% sequence idendly, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide emroded by die human protem cDNA m ATCC Deposit No. 209977 
(DNA57129-1413), or (b) die conqilement of the DNA molecule of (a). In a preferred embodiment, die nucleic 
acid con^nises a DNA encodmg die same mature polypeptide encoded by die human protein cDN A in ATCC 

10 Deposit No. 209977 (DNA57129-1413). 

In a still further aspect, the invendon concerns an isolated nucleic acid molecule con^rising (a) DNA 
encoding a polypeptide havmg at least about 80% sequence idemity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence idemity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 1 or 23 to about 615, inclusive of Figure 122 (SEQ 

15 ID NO: 194), or die complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions witii (a) a DNA molecule encoding a PRO1009 polypeptide 
having die sequence of ammo acid residues from about 1 or 23 to about 615, inclusive of Figure 122 (SEQ ID 
NO: 194), or (b) die complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 

20 80 % sequence identity, preferably at least abom an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA 
molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1009 polypeptide, widi or widiout die N-terminal signal sequence and/or the initiating methionine, and 

25 its soluble, i.e. transmembrane domam deleted or inactivated variants, or is complementary to such encodmg 
nucleic acid molecule. Hie signal pqHide has bera t^itatively identified as extendiiig from amino acid position 
1 to about amino acid position 22 in die sequence of Figure 122 (SEQ ID NO: 194). The transmembrane 
domains have been tentatively identified as extending fi^m about amino acid positions 140-161, 213-229 and 
312-334 in die PRO1009 amino acid sequence (Figure 122, SEQ ID NO: 194). 

30 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably a least about 95% positives when compared widi die 
amino acid sequence of residues 1 or 23 to about 615, mclusive of Figure 122 (SEQ ID NO: 194), or (b) die 
conqilement of die DNA of (a). 

35 In anodier embodiment, die invention provides isolated PRO1009 polypeptide encoded by any of die 

isolated nucleic acid sequences hereinabove defined. 
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In a specific aspect , the invention provides isolated native sequence PRO 1 009 polypeptide . which in one 
embodiment, iodudes an amfaK) add sequence comprisi^ 
NO:194). 

In ano&cr aspea, the invention c<HK«ms an isoUted PRO1009 poly^ 
sequence having at least abom 80% sequence identity, prefierably at least ab^ sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least abowt 95% sequence identiq^ to die 
sequence of amino acid residues 1 or 23 to about 615, mdusive of Figure 122 (SEQ ID NO: 194). 

In a further aspect, the mvcndon concerns an isolated P^^^ 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives , more preferably at least 
about 90% positives, most preferably at least abom 95% positives when con 

of residues 1 or 23 to 615 of Figure 122 (SEQ ID NO:194). 

Inyeianothcr aspea. the invention concerns an isolated PRO 1009 polypeptide, comprisii^ the sequence 
of ammo acid residues 1 or 23 to about 615, inclusive of Figure 122 (SEQ ID NO: 194). or a fragment tfiereof 
sufficient to provide a binding site for an anti-PRO1009 antibody. Preferably, the PRO1009 fragment retains 
a qualitative biological activiQr of a native PRO1009 polypeptide. 

In a still further aspect, the mvention provides a polypeptide produced hy (i) hyhricMzii^ a test DNA 
molecule under striogcnt conditions with (a) a DNA molecule encoding a PRO1009 pcrfypepdde havmg the 
sequence of amino acid residues from about 1 or 23 through about 615. inclusive of Figure 122 (SEQ ID 
NO:194), or (b) the conq)lement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identiiy, preferably at least about an 85% sequence idcmiiy. more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culniring a host 
ceU comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

fa^ranother embodiment, die invention concernsagoiiists amlliniagonists^f "A^ 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO1009 antibody. 

In a furtfier embodunent, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1009 polypeptide, by contacting die native PRO1009 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still fiirdier embodiment, die invention concerns a composition comprising a PRO1009 polypeptide, 
or an agonist or ant^onist as hereinabove defined, in combination with a jrfiarmaceuticaUy acceptable carrier. 

In anodier embodimem, the invention provides an e;q)ressed sequence tag (EST) designated herem as 
DNA50853 conq)rising the nucleotide sequence of Figure 123 (SEQ ID NO:195), 

49. PRO1007 

Applicants have identified a cDN A clone tiiat encodes a novel polypeptide having sequence identity with 
MAGPIAP, wherein the polypeptide is designated in die presem application as -PROIOOT". 

In one embodiment, die invention provides an isolated nucleic acid molecule conqirisn^ DNA encoding 
a PRO1007 polypeptide. In one aspect, die isolated nucleic acid conqwises IMA encoding die PRO1007 
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polypeptide having amino acid residues 1 through 346 of Figure 125 (SEQ ID NO:i97), or is conqylememaiy 
to such encoding nucleic acid sequeim, and remains stably bound to it under at least moderate, and optionaUy, 
under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the 
vector deposited on June 9, 1998 with the ATCC as DNA57690-1374 which includes the nucleotide sequence 
encoding PRO1007. 

5 In another embodiment, the invention provides isolated PRO1007 polypq)tide. In particular, the 

invention provides isolated native sequence PRO1007 polypeptide, \Mch in one embodiment, includes an amino 
acid sequence comprising residues 1 through 346 of Figure 125 (SEQ ID NO:197). An additional embodiment 
of the present invention is directed to an isolated extracellular domain of a PRO1007 polypepti^. Optionally, 
the PRO 1 007 polypeptide is obtained or b obtainable by ej^ressing the polypeptide encoded by the cDN A insert 
10 of die vector deposited witii the ATCC <m June 9, 1998 as DNA57690-1374. 

50. m>l9Si 

A cDNA clone (DNA57693-I424) has been identified, having homology to nucleic acid encoding a 
chloride channel protein diat encodes a novel polypeptide, designated in the present appUcation as "PRO 1056'. 
15 In one embodiment, the invention provides an isolated nucleic acid molecule comprismg DNA wvwiing 

a PRO1056 polypqvtide. 

In one aspect, the isolated nucleic add conq)rises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 
preferably at least about S^% sequence identic to (a) a DNA molecule encoding a PRO1056 polypeptide having 

20 the sequence of amino acid residues from about 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID 
NO: 199), or (b) the conq)lement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1056 
polypeptide comprising DNA hybridi^ng to the complement of the nucleic acid between about nucleotides 56 
or about 1 10 and about 415, inclusive, of Figure 126 (SEQ ID NO: 198). Preferably, hybridization occurs under 

25 stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprisipg DNA having 
at least about 80% sequence identic, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least abom 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCX: Deposit No. 203008 

30 (DNA57693-1424) or (b) die complement of die nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid conq>rises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in 
ATCC Deposit No. 203008 (DNA57693-1424). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

35 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 19 to about 120, mclusive of Figure 127 (SEQ ID 
NO: 199), or (b) die complement of die DNA of (a). 
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In ^ further aspect, the inventkm concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridi^g a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1056 polypeptide having the sequence of amino acid residues from 1 or about 19 to 
about 120, inclusive of Figure 127 (SEQ ID NO: 199), or (b) the complement of the DNA molecule of^a), and, 
if the DNA molecule has at least about an 80 % sequence idnni^, prefereabty at least about an SS % sequence 
5 identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect , the invention provides an isolated nucleic acid molecule comprisii^ DNA encoding 
a PRO10S6 polypeptide, with or without the N-tcrminal signal sequence and/or the initiating methionine, and 
Its soIuUc, i.e., transmembrane domain deleted or inactivated variants, or is conqilementaiy to such racodmg 
10 nucleic acid molecule. The s^nal pq»dde has been tentatively identified as exterxliog from about amino acid 
posittonltoabomamiiK>acidpositionl8inthesequenoeof Bgure 127(SEQIDNO:199). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 39 to about amino acid 
position 58 in the PR01(56 amino acid sequence (Figure 127, SEQ ID NO:199). 

In another aspea, the inventicxi concerns an isolated nucleic acid mdecule comprising (a) DNA 
IS encodii^ a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
amino acid sequence of residues 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID NO:199), or (b) 
die conq>lement of the DNA of (a). 

Anodier embodiment is directed to fragments of a PRO 1 05 6 polypeptide codiQg sequence that may find 
20 use as hybridization probes. Such nucleic acid fr^ments are from about 20 to about 80 nucleotides in length, 
preferably fipom about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in lei^ and may be derived 
Irom the nucleotide sequei^eshown in Figure T26 (SEQ ID'N6n9^ 

In anodier embodiment, the invention provides isolated PRO 1056 polypq>tide encoded by ai^ of the 
25 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO1056 polypeptide, which in 
certain embodiments, inchides an amino acid sequence comprising residues 1 or about 19 to about 120 of Figure 
127 (SEQ ID NO: 199). 

In anodier aspect, the invention concerns an isolated PR01(^6 polypeptide, conqnising an amino acid 
30 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at .least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID NO: 199). 

In a furdier aspect, the invention concerns an isolated PRO 1056 polypqitide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
35 about 90% positives, most preferably at least about 95% positives when conq>ared with the amino acid sequence 
of residues 1 or about 19 to about 120, inchisive of Figure 127 (SEQ ID NO: 199). 
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In yet another aspect, the invention concerns an isolated PRO10S6 polypeptide, conqmstng the sequence 
of amino add residues lor about 19 to about 120, inchisive of Figure 127 (SEQ ID NO: 199), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1056 antibo^. Preferably, the PR01QS6 fragment 
retains a qualitative biological activity of a native PRO1056 polypeptide. 

In a still further aspect, the invention provides a polypeptide pioduoed by (i) hybridizhig a test DNA 
5 molecule under stringent conditions with (a) a DNA molecule encoding a PR01Q56 polypeptide having the 
sequence of amino acid residues from about 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID 
NO:199). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identic, preferably at least about an 85 % sequence identity, more preferably at least about a 
90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (n) culturing a host 
10 cell comprising the test DNA molecule under coriditi(ms suitable for expression of the polypeptide, and (iii) 
recovering ibc polypeptide from the cell culture. 

In yet anodier embodiment, the invention concerns agonists and antagonists of a native PRO1056 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1056 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
15 native PRO10S6 polypeptide by contacting the native PRO1056 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1056 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

20 51. PRQ826 

A cDNA clone (DNA57694-1341) has been identified that encodes a novel secreted polypeptide, 
designated in the present a^lication as "PR0826* . 

In one embodimem, tiie invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0826 polypeptide. 

25 In one aspect, the isolated nucleic acid conqjrises DNA having at least about 80% sequence identity, 

preferaWy at least about 85% sequence identity, more preferably at least about 90% sequence idaitity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0826 polypeptide having 
the sequence of amino acid residues from about 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID 
NO:201), or (b) the complement of the DNA molecule of (a). 

30 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0826 

polypeptide conq)rising DNA hybridizing to the complement of the nucleic add between about nucleotides 13 
or about 79 and about 309, inclusive, of Figure 128 (SEQ ID NO:200). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspea, the invention concerns an isolated nucleic acid molecule conq}risiQg DNA having 

35 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203017 
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(DNAS7694-1341) or (b) the complement of tbe nucleic acid molecule of (a). In a prefened embodiment, the 
nucleic add comprises a DN A encoding the same mature polypeptide encoded by tbe human protein cDN A in 
ATCC Dqwsit No. 203017 (DNA57e94-1341). 

In still a further aspea, the invention ccMxxtns an isolated nucleic acid molecule comprising (a) DtiA 
encoding a polypeptide having at least about 80% sequence identity, prefenddy at least about 85% sequence 
5 identity, more preferably at least about 90% sequence idend^, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 23 to about 99, inchisive of Figure 129 (SEQ ID 
NO:201), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nucleotides and produced by hybridizmg a test DNA molecule under stringent conditicms with (a) a WA 

10 molecule encoding a PR0826 polypeptide having'the sequence of amino acid residues from 1 or about 23 to 
about 99, inclusive of Figure 129 (SEQ ID NO:201), or (b) the complement of die DNA mdecule of (a), and, 
if the DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

IS In a specific aspect, the invention provides an isolated nucleic acid molecule comprisii^ DNA ^fntn^mg 

a PR0826 polypeptide, widi or without the N-terminal signal sequence and/or die initiating methionine, or is 
conq>lementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 22 in the sequence of Figure 129 (SEQ 
ID NO:201). 

20 In anodier aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide sccxii^ at least about 80% positives, preferably at least about 85% positives, more 
preferably a least about 90% positives, most preferably at least about 95% positives when conq»ared with die 

amino add sequence of residues hor abom 23 to about 99,-incIusive of ~Figure-129 (SEQ^I^ 

die con^lement of die DNA of (a). 

25 Anodier embodiment is directed to fragments of a PR0826 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in kngdi, 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in lengdi and may be derived 
from the nudeotide sequence shown in Figure 128 (SEQ ID NO:200). 

30 In another embodiment, the Invention provides isolated PR0826 polypeptide encoded by any of die 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, die invention provides isolated native sequence PR0826 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 23 to about 99 of F^ure 
129 (SEQ ID NO:201). 

35 In another aspect, the invention concerns an isolated PRO^ polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most ineferably at least about 95% sequence identity to the 
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sequence of amino md residues 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID NO:201). 

In a further aspect, the invention concerns an isolated PR0826p^^ comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID N0:201). 

5 In yet another aspea, the invention concerns an isolated PR0826 polypeptide, comprising the sequence 

of amino acid residues 1 or about 23 to about 99. naclusive of Figure 129 (SEQ ID NO:201), or a fragment 
thereof sufficient to provide a binding site for an ami-PR0826 antibody. Preferably, llie PR0826 fragmait 
retains a qualiutive Inological activity of a native PR0826 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 

10 molecule under stringem conditicms with (a) a DNA molecule encoding a PR0826 polypeptide haviog the 
sequence of amino acid residues from about 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID 
NO:201). or (b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identior, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 

15 cell conqnising die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

52. VBOm 

A cDNA clone (DNA57695-1340) has been identified that encodes a novel secreted polypeptide, 
20 designated in the present ai^lication as **PR0819*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0819 polypeptide. 

In one aspect, the isolated nucleic acid conq)ri5es DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR08 19 polypeptide having 
die sequence of amino acid residues from about 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID 
NO:203), or (b) fh& conq>lement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0819 
polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about nucleotides 46 
30 or about 118 and about 201, inclusive, of Figure 130 (SEQ ID NO:202). Preferably, hybridization occurs under 
stringem hybridization and wash conditions. 

In a furdier aspea. die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identiQr to (a) a DNA molecule 
35 encoding die same mature polypefHide encoded by die human protein cDNA in ATCC Deposit No. 203006 
(DNA57695-1340) or (b) die complement of the nucleic acid molecule of (a). In a preferred embodimem, die 
nucleic acid comprises a DNA encoding die same manire polypeptide encoded by the human protein cDNA in 
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ATCC Deposit No. 2Q3006 (DNA57695-1340). 

In still a further aspect, the inventian concerns an isolated nudeic acid molecule conqnisiqg (a) DNA 
eocodiog a polypeptide having at least about 80% sequence identity, preferably a least about 8S% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 25 to about 52. inclusive of Figure 131 (SEQ ID 
S NO:203). or (b) the conq>lement of the DNA of (a). 

In a further a^^ect. die invendon concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridiang a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0819 polypqpdde having the sequence of amino acid residues from 1 or about 25 to 
about 52. bichisive of Figure 131 (SEQ ID NO:2Q3), or (b) die complement of the DNA molecule of (a), and. 
10 if die DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% iM^mrff 
identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b). isolatog the test DNA mdecule. 

In a specific aspect, die inventian provides an isolated nucleic acid molecule compm 
a PR0819 polypeptide, widi or widiout die N-termmal signal sequence and/or die initiating mediionine. or is 
IS conq>lementary to such eiKoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 24 in the sequence of Figure 131 (SEQ 
ID NO:203). 

In anodier aspect, die invention concerns an isolated nucleic acid molecule cooqirisiQg (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
20 preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 

ammo acid sequence of residues 1 or about 25 to about 52, inclusive of Figure 131 <SEQ ID NO:203), or (b) 

the conQ>lenient of the DNA of (a). 
Anotherembodinaem is directed to fragments of-a-PR0819 polypeptide coding seq^^ — 

use as hybridization probes. Such nucleic acid firagments are from about 20 to about 80 nucleotides in length. 
25 preferably frtim about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 

nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in lengdi and may be derived 

from die nucleotide sequence shown in Figure 130 (SEQ ID NO:202). 

In anodier embodiment, the invention provides isolated PR0819 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 
30 In a specific aspect^ the invention provides isolated native sequence PROS 19 polypeptide, vi/hidk in 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 25 to about 52 of Figure 

131(SEQIDNO:203). 

In anodier aspect, die invention concerns an isolated PR0819 polypeptide, comprisii^ an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identic to the 
sequence of amino acid residues 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID NO:203). 
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In a further aspect, the invention concerns an isolated PR0819 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferaWy at least 
about 90% positives, most preferably at least about 95% positives ^en compared widi the amino acid sequence 
of residues 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID NO:203). 

In yet anodier aspea, the invention concerns an isolated PR0819 polypeptide, conqyrising the sequence 

5 of amino acid residues 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID NO:203), or a fragment 
thereof sufficient to provide a Wndmg site for an anti-PR0819 antibody. Preferably, die PR0819 fragment 
retains a qualitative biological activity of a native PR0819 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizlAg a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0819 polypeptide havii^ die 

10 sequence of ammo add residues from about 1 or about 25 to about 52, mclusive of Figure 131 (SEQ ID 
NO:203), or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about 
an 80 % sequence identity , preferably at least about an 85 % sequence identity , more preferably at kast about a 
90% sequence identity, rnost preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 

15 recovering the polypeptide from the cell culture. 

S3. PRO1006 

A cDNA clone (DNA57699-1412) has been identified, having sequence identity widi a virud protein 
believed to be a tyrosme protein kinase, diat encodes a novel polypeptide, designated in die present application 
20 as«PRO1006." 

In one embodiment, die mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1006 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1006 polypeptide havmg 
die sequence of ammo acid residues from about 1 or 24 to about 392, inclusive of Figure 133 (SEQ ID NO:205), 
or (b) die complement of die DNA molecule of (a). The term "or" as used herein to refer to amino or nucleic 
acids is meant to refer to two alternative embodiments provided herein, i.e., 1-392, or in anodier embodimmt, 
24-392. 

30 In another aspect, the invention concerns an isolated nucleic acid molecule encodmg a PRO10D6 

polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about residues 28 or 
97 and about 1203, uiclusive, of Figure 132 (SEQ ID NO:204). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a furdier aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

35 at least about 80% sequence identic, preferably at least about 85% sequeiK* identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203020 
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(DNA57699.1412).or(b)thecoinplen«ttofttieDNAnK,leculcof(^^^ In a p«len«I«nbodinicm.ti» nucleic 
add c<«ii«isc8 a DNA encoding the sanie niature po^^ 
Dqwsit No. 203020 (DNA57699.1412). 

In a stiU further aspea. the invention concenis an isolated nucleic acid molecule conqirisiQg (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, pteferably at least about 85* sequence 
identity. nKHcprefciaWy at least about 90% sequence identity, most preferably al least about 95% sequence 
identity to die sequence of amino acid residues from about 1 or 24 to about 392. inchisive of Figure 133<SEQ 
ID NO:20S), or die complement of die DNA of (a). 

In a furdier aspect, die invemion concerns an isolated micleic acid mole^ 
a lest DNA molecule under stringem conditions wid> (a) a DNA molecule encoding a PRO1006 polypeptide 
havii« die sequence of amino acid residues from about 1 or 24 to about 392. mclusive of Rgure 133<SEQ ID 
NO:205). or (b) tiK comptenem of d>e DNA molecule of (a), and. if die DNA molecule has at least about an 
80% sequence idemity. prefaaWy at least abom an 85 % sequence idemi^. m«c prefere^ 
sequence identity, most preferably at least about a 95% sequence idemiQr to (a) or (b). isolating die lest DNA 
molecule. 

In anodier aspect, die imremion concerns an isolated mideic acid molecule comprishig (a) DNA 
encodtag a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
I»efend»ly at least abom 90% positives, most preferably at least abom »^ 

amino acid sequence of residues I or 24 to about 392. inclusive of Figure 133 (SEQ ID NO:2Q5). or (b) die 
conqilemem of die DNA of (a). 

hi anodier embodhnem. die invention provides isolated PRO1006 polypeptide encoded by any of die 
isolated nucleic acid sequences heremabove defined. 

In a specific aspect, die invemion provides isolated native sequence PRO1006 polypeptide, which mone 
embodimem. mchi des an amino acid sequence comprising residues 1 or 24Aroiigh 392 of Figme 133 (SEO ID- 
NO:205). ^ 

In anod»r aspect, die mvemion concerns an isolated PRO1006 polypeptide, comprising an ammo acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence idemity. more 
preferably at least abom 90% sequence identity, most prefendily at least about 95% sequ^ 
sequence of amino acid residues 1 or 24 to about 392. inclusive of Figure 133 (SEQ H> NO:205). 

to afimher aspect, die invemion concerns an isototed PROlOWpolypqidde. comprisi^ 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

about 90%positive8. most preferably at least about 95% positives when compared widi die aminoacidsequ^ 
of residues 1 or 24 dirough 392 of Figure 133 (SEQ ID NO:2Q5). 

to a still fimhcr aspect, die mvention provides a polypeptide produced by (i) hybridizmg a test DNA 

molecule mrfer stringem conditions widi (a) a DNA molecule encoding a PRO1006 polypeptide having die 

sequence of amino add residues from about 1 or 24 to about 392. mctasive of Figure 133 (SEQ ID NO:2Q5) 

or (b) d« complemem of d« DNA molecule of (a), and if die test DNA molecute has at least abom an 80% 
sequence idemity. preferably at least abom an 85% sequence idemity. more preferably at least a^ 
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sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host ceU 
comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 

recovering die polypeptide firom die cell cuhuie. 

In yet another embodimem, die invention concerns agonists and antagonists of the a nati^ PRO1006 

polypeptide, fa a particular embodinient, the agonist or antagonist is an anti-PRO1006 antibody. 

fa a fiirflKT embodimem, die hwention concerns a method of identifying ag^ 
native PRO1006 polypeptide, by contacting die native PRO1006 polypeptide widi a candidate molecule aid 
monitoring a biological activify mediated by said polypeptide. 

faastillfurdierembodimcm.dieinventionconcernsaconvo8itioncomimsingaPRO1006pol^^ 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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54. mam 

■ . Applicants have identified a cDNA done fliat encodes a novel polypeptide having multiple 

ttansmcmbranedomainsandhaving some sequence Identity with a Mycobactermmmberculosis peptide, apeptide 

found in a Dayhoff database designated as -MTY20B1 1_13". whereto die novel polypeptide is designated in die 

IS present qiplication as *PR01 112*. 

faoneembodime«.d«uivention provides an Isolated nuclek: acid nwlecule comprising DNAena^ 

a PR01112 pcdypeptide. 

fa one aspect, die isolated nucleic acid comprises DNA having at least about 80ft sequence identity, 
preferably at least about 85% sequence idemity. more preferably at least about 90% sequence idemity. most 
20 preferably atleast about 95% sequence identity to (a) a DNA molecule encoding a PROll 12 polypeptide havfag 
die sequence of ammo acid residues fhmi 1 or about 14 through about 262 of Figure 135 (SEQ ID NO:207). 
(b) die complement of the DNA molecule of (a). 

fa anotiier aspect, die ravention concerns an isolated nucleic acid molecule encoding a PR01112 
polypeptide comprising DNA hybridizmg to die complement of die nucleic acid between about residues about 
25 20 or 59 dirough 809 of Figme 134 (SEQ ID NO:206). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

fa a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence Identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
30 encoding the same mature polypeptide encoded by tiie human protem cDNA in die ATCC Deposit of 
DNA57702-1476 made on June 9. 1998. In a preferred embodiment, die nucleic acid comprises a DNA 
encoding the same mamre polypeptide encoded by die human protein cDNA m die ATCC Deposft of 
DNA57702-1476 made on June 9. 1998. 

fa still a further aspect, die invention concerns an isolated nucleic acid molecule conqwising DNA 
35 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more prefen^ly at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 14 dirough about 262 of Figure 135 (SEQ ID 



126 



wo 99/63088 



PCTAJS99/12252 



NO:207). 

In a q)ecific aspect, ihe mvention provides an isolated nucleic acid molecule comprising DN A m^Sng 
a PR01112 polypeptide, with or without the N-tenninal signal sequence and/or the mitiating meduonine, and 
its soluble, i.e., transmembrane domains deleted or inactivated variants, or is conq>lementaiy to such g^^ fng 
nucleic acid molecule. The signal peptide has been tentatively identified as extending fiom amino add posito 
S 1 duough about amino acid position 13 of Figure 135 (SEQ ID NO:207). The transmembrane domains have 
been tentatively identified as extending from about anuno acid positions 58-76, 99-1 13, 141-159 and 203-222 
of Figure 135 (SEQ ID NO:207). 

In another aq)ect, the invention concerns an isolated nucleic acid molecule comprising DNA cacodiQg 
apolypeptide scoring at least about 80% positives, preferably at least about 85% positives, more preferably at 
10 least about 90% positives, most preferably at least about 95% positives when oonqiared widi die aminn acid 
sequence of residues 1 or about 14 dirough 262 of Figure 135 (SEQ ID NO:^. 

Another embodimrat is directed to fragments of a PROl n2 polypqitide coding sequence that may fi 
use as hybridization probes. Such nudeic add fragments are from abom 60 to abom 100 nucleotides m lei^ 

In anodier embodimott, the invention provides isolated PROl 1 12 polypqnide encoded fay any of the 
15 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, die mvention provides isolated native sequence PRO 1 1 12 polypeptide, which in one 
embodimem, includes an amino acid sequence comprising residues 1 or 14 duough about 262 of Hgure 135 
(SEQ ID NO:207). 

In another aspect, the invention concerns an isolated PROl 1 12 polypq)tide, comprising an amino add 
20 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or about 14 dirough about 262 of Figure 135 (SEQ ID NO:207). 

In a fiirther-aspectrthe invention coocems an isolated PROill2^ 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
25 about 90% positives, most preferably at least about 95% positives when compared widi the amino acid sequence 
of residues 1 or about 14 durougfh about 262 of Figure 135 (SEQ ID NO:207). 

In yet another aspect, die invention concerns an isolated PRO 1 1 12 polypeptide, comprising the sequence 
of amino acid residues 1 or about 14 durougji about 262 of Figure 1 35 (SEQ ID NO:207), or a fragment dierec^ 
suffidem to provide a binding site for an anti-PROl 1 12 antibo(fy. Preferably, die PROl 1 12 frs^ment retains 
30 a qualitative biological activity of a native PROl 1 12 polypeptide. 

In anotiier aspect, the present mvention is directed to fragments of a PR01112 polypeptide which are 
sufTiciendy long to provide an epitope against which an antibody may be generated. 

55. P^O^074 

35 Applicants have identified a cDNA clone, DNA57704-1452, that encodes a novel polypeptide having 

homology to galactosyltransferase, wherein die polypeptide is designated in the present application as 
•PRO1074". 
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In one embodiment, the invemtoa provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO1074 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, naore preferably at least about 90% sequence identity, and most 
preferably at least about 95 % sequence identity to (a) a DNA mo lecule encoding a PRO 1 074 polypeptide having 
5 die sequence of amino acid residues from 1 to aboui33U inchisive of Figure 137 (SEQ ID NO:209), or (b) the 
complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1074 
polypeptide comprismg DNA that hybridizes to the complement of the nucleic add sequence having about 
residues 322 to 1314, inclusive of Figure 136 (SEQ ID NO:208). Preferably, hybridization occurs under 
10 stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic add molecule conqmsing DNA having 
at least about 80% sequeiice identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, and most preferably at least about 95% sequence identity to (a) a DNA m(decule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209953 
15 (DNA57704-1452), which was deposited on June 9, 1998, or (b) the complement of the DNA molecule of (a). 
In a preferred embodiment, the nucleic add ccmiprises a DNA mc^ecule encoding die same mamre polypefttide 
encoded by die human protein cDNA in ATCC Deposit No. 209953 (DNA57704-1452). 

In a still fiidher aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
20 identity, more preferably at least about 90% sequence identity, and most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 to about 331, inclusive of Figure 137 (SEQ ID NO:209). 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1074 extracellular domain (ECD), with or widiout the initiating methionine, and its soluble variants (i.e. 
transmembrane domain(s) deleted or inactivated) or is complementary to such encoding nucleic acid molecule. 
25 A type II transmembrane domain region has been tentatively identified as extending from about amino acid 
position 20 to 39 in the PRO1074 amino add sequence (Figure 137, SEQ ID NO:209). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising DNA encodixig 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, and most preferably 
at least about 95% positives when conqared widi tfte amino acid sequence of residues I to about 331, inchisive 

30 of Figure 137 (SEQ ID NO:209). 

Anotiier embodiment is directed to fragments of a PRO1074 polypeptide coding sequel 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in Icngdi. 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in lengOi. 
35 hi another embodiment, the invention provides isolated PRO1074 polypeptide encoded by any of tite 

isolated nucleic acid sequences hereinabove identified. 
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In a specific aspect, the invention provides isolated native sequence PRO 1074 polypeptide, w^iich in one 
embodiment, includes an amino acid sequence conq>rising residues 1 to 331 of Figure 137 (SEQ ID NO:209). 

In another aspect, the invcndon concerns an isolated PRO 1074 polypeptide , comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90 % sequence identity , and most prefierably at least about 95 % sequence identic to the 
5 sequence of amino acid residues 1 to 331, inchisivc of Figure 137 (SEQ ID NO:209). 

In a further aspect, the invention omcerns an isolated PRO1074polypeptiite, conq[irisii%ananunoacid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, and most preferably at least about 95% positives when conqxared with the amino add 
sequence of residues 1 to about 331 of Fis^ 137 (SEQ ID NO:209). 
10 In another aspect, die invention concerns a PRO1074 extracellular domain conqxrising an ammo add 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
prefierably at least about 90% sequence identity, and most preferably at least about 95% sequence idoitity to die 
sequence of amino acid residues X to 331 of Figure 2 (SEQ ID NO:3), wherein X is any one of anuno acid 
residues 35 to 44 of Figure 137 (SEQ ID NO:209). 
IS In yet another Bspect^ the invention concerns an isolated PRO 1074 polypeptide, comprising the sequence 

of amino add residues 1 to about 331, inclusive of Figure 137 (SEQ ID NO:209), or a fragment thereof 
suffident to provide a binding site for an anti-PRO1074 antibody. Preferably, the PRO1074 fragment retains 
a qualitative biological activity of a native PRO1074 polypeptide. 

In anodier aspect, the present invention is directed to fragments of a PRO1074 polypeptide which are 
20 suffidently long to provide an epitope against which an antibody may be generated. 

In yet another embodiment, the invention concerns agonist and antagonists of the PRO 1074 polypeptide. 
In a particular embodiment, the agonist or antagonist is an anti-PRO1074 antibody. 

In^afunherinhbddii^^ 
a native PRO1074 poiypqitide. 
25 In still a further embodiment, the invention concerns a composition comprising a PRO1074 polypeptide 

as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

56. PROIOOS 

A cDNA clone (DNA57708-141 1) has been identified that encodes a novel polypeptide, designated in 
30 the present application as ''PRO1005." 

In one embodiment, the invention provides an isolated nucleic add molecule comprismg DN A encoding 
a PRO 1005 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identic, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
35 preferably at least about 95 % sequence identity to (a) a DNA molecule encodiog a PRO1005 polypeptide having 
the sequence of ammo acid residues from about 21 to about 185, inclusive of Figive 139 (SEQ ID N0:211), or 
(b) the complement of the DNA molecule of (a). 
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In another aspea, the invention concerns an isolated nucleic acid molecule encoding a PRO10Q5 
polypeptide comprismg DNA hybridiang to the complement of the nucleic acid between about residues 90 and 
about 584. inclusive, of Figure 138 (SEQ ID NO:210). Preferably, hybridization occurs under stringent 

taybiidization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
5 at least about 80% sequence Identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human proteto cDNA in ATCC Deposit No. 203021 
(DNA57708-1411). or (b) the complcnientof ibe DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
10 Deporit No. 203021 (DNA57708-141i). 

In a stiU flmher aspect, the tovention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 185. inclusive of Figure 139 (SEQ ID 
15 NO:21 1). or flic conq>lement of the DNA of (a). 

In a further aspect, tfie nwention concerns an isolated nucleic acid molecule having at least 50 
nucleotides, and preferably at least 100 nucleotides, and produced by hybridizing a test DNA molecule under 
stringent conditions with (a) a DNA molecule encoding a PRO1005 polypeptide having die sequence of amino 
acid residues from about 21 to about 185. inchisive of Figure 139 (SEQ ID NO:21 1). or (b) die complement of 
20 the DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence identity, preferably at 
least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence idemity to (a) or (b). isolating die test DNA molecule. 

In a specific aspea. the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1005 polypeptide, with or without flie N-tcrminal signal sequence, or is complementary to such encoding 
25 nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 flmnigh about amino acid p<»ition 20 in the sequence of Figure 139 (SEQ ID NO:211). 

In anodier aspea. the invention amcems an isolated nucleic acid molecule conqirising (a) DNA 
encoding a polypeptide sawing a least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when oimpared with die 
30 amino acid sequence of residues 21 to about 185. inclusive of Figure 139 (SEQ ID N0:211). or (b) die 

oomfdement of die DNA of (a). 

Anodier embodimem is direoed to firagmems of a PRO1005 polypeptide coding sequence that may fin^ 

use as hybridization probes. Such nucleic acid fragmems are from about 20 to about 80 nucloKides in lengdi. 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
35 nucleotides in lengdi, and most preferably from about 20 to about 40 nucleotides in lengfli. 

In anodier embodiment, die invention provides isolated PRO1005 polypeptide enoided by any of die 
isolated nucleic acid sequences heremabove defined. 



130 



wo 99/63088 



PCT/US99/12252 



In a specific aspect, the invention provides isolated native sequence PROIOQS polypeptide, wluch in one 
embodiment, indudes an amino add sequem»cotnprisixig residues 21 to 185 of Figore 139(SEQIDNO:211). 

In another aspect, the invention concerns an isolated PROIOQS polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identiiy, more 
preferably at least about 90% sequence identic, most preferably at least about 95% sequence identity to the 

5 sequence of amino acid residues 21 to about 185, inclusive of Figure 139 <SEQ ID NO:21 1). 

In a further aspect, die invention conceros an isolated PRO1005 polypeptide, comprising an amino add 
sequence scoring at least about 80 % positives . preferably at least about 85 % positives, more preferalriy at least 
about 90 % positives , most preferably at least about 95 % positives when compared witii tbc amino add sequence 
of residues 21 to 185 of Figure 139 (SEQ ID N0:21 1). 

10 In yet another aspect, the invention concerns an isolated PRO 1005 polypeptide, comprising the sequence 

of amino acid residues 21 to about l85. indusive of Figure 139 (SEQ ID NO:21i). or a fragment tiicreof 
sufficient to provide a binding site for an anti-PROlOQS antibody. Preferably, die PRO1005 fragment retains 
a qualitative biologicai activity of a native PRO1005 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridtdng a test DNA 

IS molecule under stringent conditions with (a) a DNA molecule encodiiig a PRO1005 polypeptide havmg die 
sequence of ammo add residues from about 21 to about 185, inclusive of Figure 139<S£QIDNO:2Il), or(b) 
die complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a hostcell comprising 

20 die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering die 
polypeptide from the cell culture. 

FgoiioTa 

A cDNA clone (DNA57710-1451) has been identified that encodes a novel polypeptide, designated in 
25 die present application as -PRO1073." 

In one embodiment, the invention provides an isolated nucleic acid mdecule comprisiiig DNA encoding 
a PRO1073 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
30 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1073 polypeptide having 
die sequence of amino acid residues from about 32 to about 299, hiclusive of Figure 141^S£Q ID NO:213), or 
(b) die conqilement of die DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encodirig a PRO 1073 
polypeptide conq>rising DNA hybridizing to die complement of the nucleic acid between about residues 438 and 
35 about 1241, inclusive, of Figure 140 (SEQ ID NO:212). Preferably, hybridization occurs under stringem 
bybridization and wash conditioiis. 
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In a further aspect, the invemion concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferabfy at least about 95% sequence identity to (a) a DNA molecule 
encocting the same mature polypeptide encoded by the human protein cDNA m ATCC Deposit No. 203048 
(DNA57710-1451), or (b) the con^lement of the DNA molecule of (a). In a preferred embodiment, the nucleic 

S acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203048 (DNA57710-I4S1). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

10 identity to the sequence of amino acid residues from about 32 to about 299, inclusive of Figure 141 (SEQ ID 
NO:213), or the conq>lement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides* and preferably at least about 100 nucleoddes and produced by hybridizing a test DNA molecule 
under striAgent conditions with (a) a DNA molecule encoding a PRO1073 polypq)tide having the sequence of 

IS amino acid residues from about 32 to about 299, inclusive of Figure 141 (SEQ ID NO:213), or (b) die 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence idend^, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence idendty to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

20 a PRO1073 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amirK) acid position 1 through about amino acid position 31 in the sequence of Figure 141 (SEQ 
ID NO:213). 

In another aspect, the invention concerns an isolated nucleic acid molecule conqirising (a) DNA 
25 encodmg a polypeptide scoring a least about 80% positives, preferably at least about 85% positives, more 
prefers^ly at least abom 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 32 to about 299, mclusive of Figure 141 (SEQ ID NO:213), or (b) the 
conq>lement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1073 polypeptide coding sequence that may find 
30 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In anodier embodiment, the invention provides isolated PRO1073 polypeptide encoded tyy any of the 
isolated nucleic acid sequences hereinabove defined. 
35 In a specific aspect, the invention provides isolated native sequence PRO1073 polypepdde, which in one 

embodiment, includes an amino acid sequence comprising residues 32 to 299 of Figure 141 (SEQ ID NO:213). 
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In another aspect, the invention concerns an isolated PRO1073 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identic, preferably at least about 85% sequence identiiy, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 32 to about 299, inchisive of Figure 141 (SEQ ID NO:213). 

In a further aspea, the invention ccmcems an isolated PRO 1073 polypqitide, coi^ 
5 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 32 to 299 of Figure 141 (SEQ ID NO:213). 

In yet anodier aspect, the invention concerns an isolated PRO 1073 polypeptide, oomprisiog the sequence 
of amino acid residues 32 to about 299, inclusive of Figure 141 (SEQ ID NO:2I3), or a fragment diereof 
10 sufficient to provide a binding site for an anti-PRO1073 antibody. Preferably, the PRO1073 fragment retains 
a qualitative biological activi^ of a native PRO1073 polypeptide. 

In a sdll further a^iect, the invention provides a polypeptide produced by <i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1073 polypeptide haviqg the 
sequence of amino acid residues from about 32 to about 299, inclusive of Figure 141 (SEQ ID NO:213), or (b) 
IS the conq)lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) cultunng a host cell comprising 
die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

20 

58. FR01tS2 

A cDNA clone (DNA5771 1-1501) has been identified that encodes a novel transmenibrane polypeptide, 

designaied-in the present^lication as~ PROM52"^^ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
25 a PROl 152 polypeptide. 

In one aspect, the isolated nucleic acid conqnises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 152 polypeptide having 
the sequence of amino acid residues from about 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID 
30 NO:216), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invemion concerns an isolated nucleic acid molecule encoding a PROl 152 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 58 
or about 142 and about 1494, inclusive, of Figure 143 (SEQ ID NO:215). Preferably, hybridization occurs 
under strii^ent hybridization and wash conditions. 
35 In a further aspect, the invention concerns an isolated nucleic acid molecule coni^prisiog DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203047 
(DNA5T71 1-1501) or (b) the complement of the nucleic acid molecule of (a). In a prefiened embodimem, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA m 
ATCC Dqwsil No. 203047 (DNA5771M501). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule ccnqnismg (a) DNA 
5 encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 29 to about 479, inchisive of Figure 144 (SEQ ID 
NO:216), or (b) die con^lcmcnt of the DNA of (a). 

In a fiuther aspea, die invention concerns an isolated nucleic acid molecule having at least 300 
10 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions widi (a) a DNA 
molecule encoding a PR01152 polypeptide having die sequence of amino acid residues from 1 or about 29 to 
about 479, inclusive of Figure 144 (SEQ ID NO:216), or (b) the complement of die DNA molecule of (a), and. 
if die DNA molecule has at least about an 80 % sequence identity, prcfereably at least about an 85% sequence 
identic, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
IS identic to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die invention prov^ an isolated nucleic acid molecule comprising DNA encoding 
a PROl 152 polypeptide, with or widiout die N-tcrminal sigiud sequence and/or the initiating methicmine, and 
its soluUe, i.e., transmembrane domain deleted or niactivaied variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extendixig from about amino acid 
20 position 1 to about amino acid position 28 in die sequence of Figure 144 (SEQ ID NO:216). The various 
transmembrane domains have been tentatively identified as extending from about amino acid position 133 to 
about amino acid positioii 155, from about amino acid position 168 to about amino acid position 187, from about 
amino acid position 229 to about amino acid position 247, from about amino acid positioca 264 to about amino 
acid position 285, from about ammo acid positicm 309 to about amino acid position 330, from about amino acid 
25 position 371 to about amino acid position 390 and from about amino acid position 441 to about amino acid 
position 464 in die PROl 152 amino acid sequence (Figure 144, SEQ ID NO:216). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
30 amino acid sequence of residues 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID NO:216), or (b) 
die complement of die DNA of (a). 

Anodicr embodiment is directed to fragments of a PR01152 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in lengdi. more preferably from about 20 to about 50 
35 nucleotides in length and most preferably from about 20 to about 40 nucleotides in lengtii and may be derived 
from die nucleotide sequence shown in Figure 143 (SEQ ID NO:215). 
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In another embodimeot, the invention provides isolated PROl 152 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove ideniified. 

In a specific aspect, the invention provides isolated native sequence PR01152 polypeptide, v^uch m 
certain embodiments , includes an amino acid sequence CQnq>rising residues 1 or about 29 to about 479 of Figure 
144(SEQIDNO:216). 

5 In anodier aspect, the iovention concerns an isolated PROl 152 polypqytide, comprisii^ an ammo add 

sequence having at least about 80% seqi^nce identic, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequOTce of ammo acid residues 1 or about 29 to about 479, inclusive of Bgure 144 (SEQ ID NO:216). 

In a further aspect, the inveiition concerns an isolated PROl 152 polypqyti^ comprisiiig an amino acid 

10 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared wttti the ammo acid sequence 
of residues 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID NO:216). 

In yet another aspea, die invention concerns an isolated PRO 1 152 polypeptide , comprisii^ the sequence 
of amino acid residues 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID NO:216), or a fragmem 

15 diereof sufGdent to provide a binding site for an anti-PROl 152 antibody. Preferably, the PR01152 fragment 
retains a qualitative biologica] activiy of a native PROl 152 polypq)ttde. 

In a still further aspea, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 152 polypq>tide having the 
sequence of amino acid residues from about 1 or about 29 to about 479, indusive of Figure 144 (SEQ ID 

20 NO:216), or (b) the cony)lement of the DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
cdrc^^isii^~ffir^rDNA~molec^ 
recovering the polypeptide from die cell culture. 

25 In another embodiment, the invemion provides a nucleic aid molecule designated herein as DNA55807 

comprising die nucleotide sequence of SEQ ID .NO:217 (see Figure 145). 

59. PR01136 

A cDNA done (DNA57827-1493) has been identified, having homology to nucleic acid encodix^ PDZ 
30 domain-containing proteins that encodes a novel polypeptide, designated in the present application as 
"PROl 136". 

In one embodiment, the invention provides an isolated nudeic acid molecule comprising DNA encoding 
a PR01136 polypeptide. 

In one aspect, die isolated nudeic acid comprises DNA havii^ at least about 80% sequence idendty, 
35 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identiQ^, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 136 polypeptide having 
die sequence of amino acid residues from about 1 or about 16 to about 632, indusive of Figure 147 (SEQ ID 
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NO:219). or (b) the conqplemeot of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01136 
polypeptide comprising DNA hybridirnig to the comptement of the nucleic acid between about mideotides 216 
or about 261 and about 2111, inclusive, of Figure 146 (SEQ ID NO:218). Preferably, hybridization occurs 
under stringent hybridization and wash oomUtions. 
5 In a further aspect, the invention conceins an isoUted nucleic acid molecule com^ 

at least about 80% sequence identity, preferably at least about 85% sequence idemily. more pieferably at least 
about 90% seqomce identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by *e human protein cDN A m ATCC Deposit No. 203045 
(DNA57827-1493) or (b) the complemem of the nucleic add molecule of (a). In a preferred embodmient, the 
10 nudeic acid comprises a DNA encodmg the same inamie polypeptide encoded by the h^ 

ATCC DcposU No. 203045 (DNA57827-1493). 

In stiU a farther aspect, the invemioo concerns an isolated mideic add molecule c^^ 

encodmg a polypeptide having at least abom 80% sequence identity, preferably at 1^^ 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
15 identic to the sequence of amino add residues 1 or about 16 to about 632. mdusive of Figure 147 (SEQ ID 

NO:219). or 0>) <^ conqilemem of the DNA of (a). 

In a further aspect, the invention concems an isolated midcic acid molecule havmg at least 10 
nudeotides and produced by hybridizing a test DNA molecule under stringeitt conditions with (a) a DNA 
mdecole encoding a PR01136 polypeptide havmg the sequence of amino acid residues ftom 1 or abom 16 to 
20 about 632. indusive of Figure 147 (SEQ ID NO:219). or (b) the complemem of the DNA molecule of (a), and. 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
idemiiy. more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nudeic acid molecule comprismg DNA encoding 
25 a PROl 136 polypeptide, with or without the N-tenninal sigmd sequence and/or the initiating mediionine, or is 
complementary to sudi encodmg nuddc add molecule. The signal peptide has been temativdy identified as 
extending from about ammo add position 1 to about amino acid position 15 fa tiie sequence of Figure 147 (SEQ 
ID NO:219). 

In anotiMT a^ect, the invention concerns an isolated nudeic acid molecule comprising (a) DNA 
30 encodtag a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared witii the 
amnio add sequence of residues 1 or about 16 to about 632. indusive of Figure 147 (SEQ ID NO:219). or (b) 
the complement of the DNA of (a). 

Another embodunem is directed to fragments of a PR01136 polypeptide coding sequence that may find 
35 use as hybridization probes. Such micleic acid fragmems are from about 20 to about 80 micleotides in length, 
preferably ftom about 20 to about 60 nudeotides m length, more preferably from about 20 to about 50 
nucleotides m length and most preferably fitom about 20 to about 40 nudeotides in length and may be derived 
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from the nudeodde sequence shown in Figure 146 <S£Q ID NO:218). 

In another embodiment, the mvention provides isolated PROl 136 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a speciiic aspect, the invention provides isolated native sequence PROil36 polypeptide, wiiidi in 
certain embodiments, includes an amino acid sequence comprismg residues 1 or about 16 to about 632 of Figure 
5 147 (SEQ ID NO:219). 

In another aspect, die invendon oonoems an isolated PR01i36 polypqidde, comprising an amino acid 
sequence having at least about 80% sequence identic, preferably at least about 85ft sequence idendiy, more 
preferably at least about 90% sequence idendty, most preferably at least about 95% sequence identiqf to the 
sequence of amino acid residues 1 or about 16 to about 632, inclusive of Figure 147 (SEQ ID NO:219). 
10 In a further aspect, die invendon concerns an isolated PROl 136 polypeptide, conqirising an amino acid 

sequence scoring at least about 80% positives, preferably at least about ^% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with die ainino acid sequence 
of residues 1 or about 16 to about 632, mclusive of Figure 147 (SEQ ID NO:219). 

In yet another aspect, die invention conoems an isolated PRO 1 136 potypeptide, comprising the sequence 
15 of amino acid residues i or about 16 to about 632, inclusive of Figure 147 (SEQ ID NO:219). or a fragmem 
diereof sufficient to provide a binding site for an anti-I^Ol 136 antibody. Preferably, the PR01136 fragment 
retains a qualitative biolc^ical activity of a native PROl 136 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions widi (a) a DNA mdecule encoding a PRO! 136 polypqfHide having the 
20 sequence of amino acid residues from about 1 or about 16 to about 632, inclusive of Figure 147 (SEQ ID 
NO:219), or (b) die coir^lemem of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at Least about a 

90% sequence identity, -most preferably at-least abom a 95% sequence identity to (a) or-(^^ 

cell conqnising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
25 recovering the polypeptide from die cell culture. 

In yet anodier embodiment, the invention concerns agonists and antagotiists of a native PROl 136 
polypeptide. In a particular embodiment, die agonist or antag<Hiist is an anti-PROl 136 antibody. 

In a further embodiment, the invention conoems a method of identifying agonists or amagonists of a 
native PROl 136 polypeptide by contacting die native PROl 136 polypeptide widi a candidate molecule and 
30 monitoring a biolc^cal activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition oomprisiiig a PROl 136 polypeptide, 
or an agonist or amagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

60. 

35 Applicants have idenufied.a cDNA clone (DNA57834-1 339) having homology to pulmonary surfactant- 

associated protein C that encodes a novel polypeptide, designated in die present application as *PR0813". 
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in oneembodiimmt, the invendmprovito an isolated 

a PR0813 polypeptide. 

to one aspect, the isolated nudek acid coinprises DNA having at least a^ 

preferably at least abom 85% sequence identity, niorc preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR08 13 polypeptide having 
5 the sequence of amino acid residues ftom about 1 or about 27 to abom 176. inclusive of Figure 149 (SEQ ID 
NO:22 1), or (b) die conqdemem of tf« DNA molecule of (a). 

to anodier aspect, die invention concerns an isolated nucleic acid molecule encoding a PROSIS 
polypeptide comprising DNAhybridizing to die complemem of the nucleic acid between ah^ 109 
or about 187 andabout636. inctasive, of Figure 148 (SEQ ID NO:220). Preferably, hybridization occurs mider 
10 stringent hybridizatiim and wash conditions. 

to a fimher aspect, die invention concems an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence Idemity. most pieftetaWy at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protem cDNA in ATCC Deposit No. 209954 
15 (DNA57834-1339). to a preferred embodiment, die nudeic acid comprises a DNA encoding die same mattm 
polypeptide encoded by die human protem cDNA to ATCC Deposit No. 209954 (DNA57834.1339). 

In stiU a further aspect, die invention concems an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
20 idemity to die sequence of ammo acid residues 1 or about 27 to about 176. inclusive of Figure 149 (SEQ ID 
NO:221). 

to a specific aspect, die invcnri<m provides an isolated nucleic acid molecule con^wising DNA encoding 
a PR0813 polypeptide, widi or widiout die N-termimd signal sequence and/or die mitiating mediionine. or is 
complememary to such encoding mideic add molecule. The signal peptide has been tematively identified as 
25 extending from about antino acid position 1 to about amino acid position 26 in die sequence of 

ID NO:221). 

to anodier aspect, die mvention concems an isolated nucleic acid molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more preferably at 
least about 90% positives, most preferably at least about 95% positives when compared widi die amtoo acid 
30 sequence of residues 1 or about 27 to about 176. inctasive of Figure 149 (SEQ ID NO:221). 

Anodier embodiment is directed to fragmems of a PR0813 polypeptide coding sequence diat may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi. 
preferably from about 20 to about 60 nucleotides in lengtii. more preferably from about 20 to about 50 
nucleotides in lengfli and most preferably from about 20 to about 40 nucleotides in lengtit. 
35 In anodier embodimem. die invention provides isolated PRC«13 polypeptide encoded by any of die 

isolated nucleic acid sequences hereinabove identified. 
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In a specific aspect, the inventiofn provides isolated native sequence PR0813 polypqytide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or about 27 to about 176 of Figure 149 
(SEQIDNO:221). 

In another aspect, the invention concerns an isolated PR0813 polypeptide, conq)risiiig an amino add 
sequence having at least about 80% sequmce identic, preferaUy at least about 85% sequence identity, more 
S preferably at least about 90% sequence identity, most preferably at least about 95% sequence identiqr to the 
sequence of amino add residues 1 or about 27 to about 176, inclusive of Hgure 149 (SEQ ID NO:22i). 

In a further aspect, the invemion concerns an isolated PR0813pcriypqxide, comprising an amino add 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives v/bcn cotapmd widi the ammo acid sequence 
10 of residues 1 or about 27 to about 176, mclusive of Figure 149 (SEQ ID NO:221). 

In yet anbdier aspect, the invendon concerns an isolated PR0813 polypeptide, conqnising die sequence 
of ammo acid residues 1 or about 27 to about 176, indusive of Fi«;ure 149 (^Q ID NO:221). a fragment 
diereof sufficient to provide a binding site for an anti-PRd813 antibody. Preferably, the PR0813 fragment 
retains a qualitative biological activity of a native PR0813 polypeptide. 
IS In another aspea, the presem invemicm is directed to fragments of a PR0813 polypqitide which are 

suffidently long to provide an epitope agamst wbkh an antibody may be generated. 

In yet another embodiment, die invention concerns agonists aitd antagonists of a native PR0813 
polypeptide. In a particular embodnnent, the agonist or antagonist is an anti-PR0813 antibocfy. 

In a furdier embodiment, the invention concerns screening assays to identify agonists or antagonists of 
20 a native PR0813 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PR0813 polypqitide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 



61. PRO809 

25 A cDNA clone (DNA57836-1338) has been identified, having sequence identity with heparan sulfate 

proteoglycans, diat encodes a novel polypeptide, designated in the present q>plication as *PRO809.'* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encodii^ 
a PRO809 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequ^ice identity, 
30 preferably at least about 85% sequence id^ty, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO809 polypeptide havii^ 
tbt sequence of anuno add residues from about 1 or 19 to about 265, inclusive of Figure 151 (SEQ ID MO:223), 
or (b) the complement of the DNA molecule of (a). The term "or" as used herein to refer to amino or nudeic 
acids is meant to refer to two alternative etnbodiments provided herein, i.e., 1-265, or in anodier embodimem, 
35 19-265. 

In another aspect, the invention concerns an isolated nucleic add molecule enoodiiig a PRO809 
polypeptide comprising DNA hybridizmg to the complement of the nudeic acid between about residues 63 or 
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1 17 and abwit 867, inclusive, of Figure 150 (SEQ ID NO:222). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule cornicing DNA havmg 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identic, most preferably at least about 95% sequence idcnti^r to (a) a DNA molecule 

5 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203025 
(DNA57836-1338), or (b) the con^lemcnt of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid con^iriscs a DNA encoding the same mature polypeptide encoded by die human protein cDN A in ATCC 
Deposit No. W3015 (DNA57836.1338). 

In a still further aspect, die mvention concerns an isolated nucleic acid molecule comprising (a) DNA 

10 encoding a polypeptide havii« at least abom 80% sequence identity, preferably at sequence 
identity* more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 1 or 19 to about 265, mclusive of Figure 151 (SEQ 
ID NO:223), or die conqplement of tbc DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule produced by hybridizing 

15 a test DNA molecule under stringent conditions with (a) a DNA molecule encodmg a PRO809 polypqKide 
having die sequence of amino acid residues from about 1 or 19 to about 265. inclusive of Figure 151 (SEQ ID 
NO:223), or (b) die complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isdating die test DNA 

20 noolecule. 

In anodicr aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
amino acid sequence of residues 1 or 19 to about 265, inclusive of Figure 151 (SEQ ID NO:223), or (b) die 
25 conq)lememof dicDNAof (a). 

In anodier embodiment, die invention provides isolated PRO809 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aapea, die invention provides isolated native sequence PRO809 polypeptide, which in one 
embodiment, includes an ammo acid sequence comprising residues 1 or 19 timmgh 265 of Figure 151 (SEQ ID 
30 NO:223). 

In anodier aspect, die mvention concerns an isolated PRO809 polypeptide, comprismg an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or 19 to about 265, inclusive of Figure 151 (SEQ ID NO:223). 
35 In a further aspect, die invention concerns an isolated PRO809 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared widi die amino acid sequence 
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of residues 1 or 19 through 265 of Figure 151 (SEQ ID NO:^). 

In a still further aspect the invention provides a polypeptide produced by (0 hybridizing a test DN A 
molecule under stringent conctitions with (a) a DMA nx>lecule encoding a PRO809 polypeptide bavii^ the 
sequence of ammo acid residues from about 1 or 19 to about 265. inclusive of Figure 151 (SEQ ID NO:223)» 
or (b) the con^»lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
5 sequence identity, preferably at least about an 85% sequence tdentiqr» mxm preferably at least about a 90% 
sequence identic, inost preferably at least about a 95% sequence identity to (a) or (b), (u) culturi^g a host cell 
con^irisii^ the test DNA molecule under coodidons suitable for expression of the polypeptide, and (Hi) 
recoverii^ die polypeptide from the cell culture. 

In yet another embodiment, the inventioD concerns agonists and antagonists of the a native PRO809 
10 polypeptide. In a particular embodimem, the ago^ or aiitagoQist is an anti-PRO809 antibody. 

In a further embodiment, die mvention concerns a method of identifyiiig agonic or antagonists of a 
native PRO809 polypeptide, by contacting the native PRO809 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a stiUfurdierembodimeitt, the invention concerm a composition comprisii^ a PRO809 polypeptide, 
15 or an agonist or antagonist as heremabove defined, in combination with a pharmaceutically acceptable carrier. 

62. PR0791 

A cDNA clone (DNA57838-1337) has been identified, having sequence idoitity widi MHC class I 
antigens that encodes a iK>vei polypeptide, designated in the present qipltcation as ''PR0791.'' 
20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR0791 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
-preferably m-least-abom-85% sequence-identity ;-more-preferably-at-lcast-abom 90 %~sequen^ 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0791 polypqnide having 
25 the sequence of amino acid residues from about 1 or 26 to about 246, inclusive of Figure 153 (SEQ ID NO:225), 
or (b) the complement of the DNA molecule of (a). The term "or" as used herein to refer to amino or nucleic 
acids is meant to refer to two alternative embodiments provided herein, i.e., 1-246, or in anodier embodiment, 
26-246. 

In anodier aspect, the invention concerns an isolated niK^leic acid molecule encoding a PR0791 
30 polypeptide comprising DNA hybridizing to the conq>lemem of the nucleic acid between about residues 9 or 84 
and about 746, inclusive, of Figure 152 (SEQ ID NO:224). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspea, the invention concerns an isolated nucleic acid molecule comprisiiig DNA havii^ 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
35 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
em»)ding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203014 
(DNA57838-1337), or (b) die complement of die DNA molecule of (a). In a preferred embodiment, the nucleic 
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acid comprises a DNA encoding the same mature polypeptide encoded by the himian protein cDNA in ATCC 
Deposit No. 203014 (DNA57838-1337). 

In a still further aspect, the invention coocems an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least abcHit 90% sequence identity, most preferably at least about 95% sequence 
S identity to the sequence of amino acid residues from about 1 or 26 to about 246, inclusive of Figure 153 (SEQ 
ID NO:225), or the complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a FR0791 polypqitide 
having the sequence of amino acid residues from about lor 26 to about 246, inclusiveof Figure 153 (SEQ ID 
10 NO:225), or (b) the complement of the DNA moltoule of (a), and, if the DNA molecule has at least about an 
80% sequence identior, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA 
molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisiqg (a) DNA 
IS ^-^ly^ing a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 
amino acid sequence of residues 1 or 26 to about 246, inclusive of Figure 153 (SEQ ID NO:225), or (b) die 
complement of die DNA of (a). 

In anodier embodiment, die invention provides isolated PR0791 polypeptide encoded by any of die 
20 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0791 polypeptide, which in <me 
embodiment, includes an amino acid sequence comprising residues 1 or 26 dirough 246 of Figure 153 (SEQ ID 
NO:225). 

In another aspect, die mvendon concerns an isolated PR079i polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence idendQr to die 
sequence of amino acid residues 1 or 26 to about 246, inclusive of Figure 153 (SEQ ID NO:225). 

In a further aspect, the inventioa concerns an isolated PR0791 polypeptide, conqnising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
30 about 90% positives, most preferably at least about 95% positives when compared widi die amino acid sequence 
of residues 1 or 26 dirough 246 of Figure 153 (SEQ ID NO:225). 

In a still further aspect, die invention provides a polypeptide produced by (t) hybridizing a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PR0791 polypeptide having die 
sequence of amino acid residues from about 1 or 26 to about 246, inclusive of Figure 153 (SEQ ID NO:225), 
35 or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence idemity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culmring a host cell 
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conqxrising the test DNA molecule tmder condhicHis suitable for e3q>iessian of the polypeptide, and <iii) 
recovering the polypeptide from the cell cultme. 

In yet another embodiment, die invention concerns agonists and antagcmi^ of the a native PR0791 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRC)791 antibody. 

In a further embodiment, the mvendon concerns a method of identifying agonists or anti^mists of a 
5 native PR0791 polypeptide, by contacting the native PR0791 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a stiUfimherembodiniem, the invention concerns a composition coiiqms^ PR0791 polypqitide, 
or an agonist or antagonist as heremabove defmed, in combination with a pharmaceutically accqitable carrier. 

10 63. HSQIQM 

A cDNA clone (DNAS7844-1410) has been identified that encodes a novel polyp^tide, designated in 
the present i^yplication as *I^O1004.** 

In one embodiment, the invention provides an isolated nucleic acid molecule conqnising DNA encoding 
a PRO 1004 polypqxide. 

15 In one aspect, the isolated nucleic acid conqnises DNA having at least about 80% sequmce identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence tdestity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encodii^ a PRO 1004 polypeptide having 
the sequence of amino acid residues from about 25 to about 1 15, inclusive of Figure 155 (SEQ ID NO:227), or 
(b) the complement of the DNA molecule of (a). 

20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1004 

polypeptide comprising DNA hybridizing to the con^>lement of the nucleic acid between about residues 191 and 
about 463, inclusive, of Figure 154 (SEQ ID NO:226). Preferably, hybridization occurs under stringent 

_ l^bndizition and~msircdoditioQs7 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably a least 
about 90% sequence identity, most preferably at least about 95% sequence identity to <a) a DNA mdecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203010 
(DNA57844-I410), or (b) the complemem of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid conqirises a DNA encodmg die same mature polypeptide encoded by the human protem cDHA in ATCC 

30 Deposit No. 203010 (DNA57844-1410). 

In a still further aspect, the invention concems an isolated mideic acid molecule conqxrismg (a) DNA 
encoding a polypq)tide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 25 to about 115, inclusive of Figure 155 (SEQ ID 

35 NO:227),ortiieconq)lementoftheDNAof(a). 

In a further aspea, the invention concems an isolated nucleic acid molecule having at least SO 
nucleotides, and preferably at least 100 nucleotides, and produced by hybridizing a test DNA molecule under 
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stringent conditions with (a) a DNA molecule encoding a PRO 1004 polypeptide having the sequence of amino 
acid residues from about 25 to about 1 15. inclusive of Figure 155 (SEQ ID NO:227), or (b) the complement of 
the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably at 
least about an 85% sequenas identity, more preferably at least abom 
at least about a 95 % sequence identity to (a) or (b) . isolating Ae test DNA molecule . 
5 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encodiog 

a PRO1004 polypeptide, with or without the N-tcrminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 through about amino acid position 24 in ti» sequence of Figure 155 
(SEQIDNO:227). 

10 In anotiier aspect, the invention conceriis an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives . most preferably at least about 95 % positives when compared witii the 
amino acid sequence of residues 25 to about 115, inclusive of Figure 155 (SEQ ID NO:227). or (b) ti» 
conq>lement of the DNA of (a). 
15 Anotiier embodiment of the invention is directed to fragmrats of a PRO1004 polypeptide coding 

sequence tiiat may find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 
nucleotides in lengtii. preferably frram about 20 to about 60 nucleotides in lengtii, more preferably from about 
20 to about 50 nucleotides in length, and most preferably ftx)m about 20 to about 40 nucleotides in lengtii. 

In anotiier embodimem, tiie invention provides isolated PRO 1004 polypeptide encoded any of tiie 
20 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die mvention provides isolated native sequence PRO 1004 polypeptide, which in one 
embodiment, includes an amino acid sequence conqwrising residues 25 to 1 15 of Figure 155 (SEQ ID NO:227). 

In anotiier aspect, tht invention concerns an isolated PRO1004 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
25 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to tiie 
sequence of amino acid residues 25 to about 1 15. inclusive of Figure 155 (SEQ ID NO:227). 

In a fimher aspect, tiic invention concerns an isolated PRO 1004 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when conqmred witii tiie amino acid sequence 
30 of residues 25 to 115 of Figure 155 (SEQ ID NO:227). 

In yet anotiier aspect, die invention concerns an isolated PRO1004 polypeptide, comprising die sequence 
of amino acid residues 25 to about 115. inclusive of Figure 155 (SEQ ID NO:227), or a fragment tiiereof 
sufficient to provide a binding site for an anti-PRO1004 antibody. Preferably, tiie PRO1004 fragment retains 
a qualitative biological activity of a native PRO1004 polypq>tide. 
35 In a stiU further aspect, tiie invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions witii (a) a DNA molecule encoding a PRO1004 potypeptide having die 
sequence of amino acid residues from about 25 to about 1 15, inclusive of Figure 155 (SEQ ID NO:227). or (b) 
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the coiiq>leinem of tbc DNA molecule of (a), and if tbe test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at lea^ about a 90% sequence 
identity , most preferably at least about a 95 % sequence idendty to <a) or (b) . Qi) culturing a host cell compristog 
the test DNA molecule under condMons suitable for expression of the polypeptide, and tiii) recovering tbt 
polypeptide from the cell culture. 

5 

64. FBOmi 

A cDNA clone (DNA58721-1475) has been identified &at encodes a novel polypqidde having sequence 
idend^ with UG and designated in the present application as "PROllll." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
10 a PROIl 11 polypeptide. 

In one aspect, iht isolated nucleic acid conqirises DNA having at least about 80% sequence identiQr, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1111 polypeptide having 
diesequenceof amino acid residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID NO:229), or 
IS (b) the complement of the DNA molecule of (a). 

In anodier aspect, the inventioo concerns an isolated nucleic acid molecule encoding a PROUll 
polypeptide conqyrising DNA hybridizing to die complement of die nucleic acid between about residues 57 and 
* about 2015, inclusive, of Figure 156 (SEQ ID NO:228). Preferably, hybridization occurs under stringem 
hybridization and wash conditions. 
20 In a further aspect, die invention concerns an isolated nucleic acid molecule comprismg DNA haviiig 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
GQcoding the same mature polypeptide encoded l^llie humah"proteih^ 203110 
(DNA58721-1475), or (b) the conq)lement of the DNA molecule of (a). In a preferred embodimem, the nucleic 
25 acid conqmses a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 203110 (DNA5872M475). 

In a still fimher aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
30 identity to the sequence of amino acid residues from about 1 to about 653, inclusive of Figure 157 (^Q ID 
NO:229), or die conq)lemem of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by faybridizix^ a test DNA molecule 
under stringent conditions widi (a) a DNA molecule eiK:oding a PROl 1 1 1 polypeptide having die sequence of 
35 ammo acid residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID NO:229), or (b) die 
con9)lemem of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, 
preferably at least abotu an 85% sequence identity, more preferably at least about a 90% sequemre identiQr, most 
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preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect* tbe invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROllll polypeptide in its soluble form. i.e. transmembrane domain deleted ac inactivated variants, or is 
conq>lementaiy to such cncocUng nucleic acid molecule. The transmembrane domains has been tentatively 
identified as extending ftom about amino acid positions 21-40 (vpe n) a^ 

5 sequence (Figure 157. SEQ ID NO:229). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodiiig a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared witii the 
amino acid scquaioe of residues 1 to about 653, inclusive of Fig^ 157 (SEQ ID NO:229). or (b) die 

10 conq>lemait of the DNA of (a). 

Anotiier embodiment is directed to fragments of a PRO 1 n 1 polypeptide coding sequel 
use as hybridizati<m probes. Sudi nudeic add fragments arc from about 20 to about 80 nucleotides in 1 
preferably from about 20 to about 60 nucleotides m length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

15 In another embodiment, the inventicm provides isolated PRO 1111 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1111 polypeptide, which m one 
embodiment, inchides an amino acid sequence conq>rising residues I through 653 of Figure 157 (SEQ ID 
NO:229). 

20 In anotiier aspect, the nwention concerns an isolated PROl 1 1 1 polypeptide, comprising an ammo arid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to ibc 
sequence of amino acid residues I to about 653, inchisive of Figure 157 (SEQ ID NO:229). 

In a further aspect, die invention concerns an isolated PROl 1 1 1 polypeptide, comprising an amino acid 

25 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when conq>ared witii the amino acid sequence 
of residues 1 tiirough 653 of Figure 157 (SEQ ID NO:229). 

In yet anotiier aspea, die inventicm concerns an isolated PROl 1 1 1 polypeptide, comprising die sequence 
of amino acid residues 1 to about 653. inchisive of Figure 157 (SEQ ID NO:229), or a fragment thereof 

30 sufficient to provide a binding site for an anti-PROl 1 1 1 antibody. Preferably, die PROl 1 1 1 fragmcm retams 
a qualitative biological activity of a native PROl 1 1 1 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizmg a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PROllll polypeptide having die 
sequence of amino acid residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID NO:229), or (b) 

35 die complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culniring a host cell comprismg 
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the test DNA molecule under conditions suitable for expression of the polypefitide, and (ill) recovering the 
polypeptide from the cell colture. 

In yet another embodiment* the invention concerns agonists and antagonists of a native I^OllU 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROllll antibody. 

In a further embodiment, die invention concerns a method of ideotifymg agonists or antagonists of a 
5 native PROilll polypeptide, by contacting the native PROllll polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment , the invention concerns a composition comprisn^ a PRO 1111 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a i^iarmaceutically acceptable carrier. 

10 65. £SQi3M 

A cDNA done (DNA58723-1588) has been identified, having homology to nucleic acid encodix^ factor 
C that encodes a novel polypeptide, designated in the presem iqyplication as "HIOI344*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1344 polype{^. 

IS In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

pieferably at least about 85% sequexux identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01344 polypeptide havii^g 
die sequence of amino acid residues from about 1 or about 24 to about 720, inclusive of F^^ire 159 (SEQ ID 
NO:231), or (b) the conq>lement of the DNA nnolecule of <a). 

20 In another aspect, the inventicm concerns an isolated nucleic acid molecule encoding a PR01344 

polypeptide coiiq>rising DNA hybridizing to the con^>lement of the nucleic acid between about nucleotides 26 
or about 95 and about 2185, inclusive, of Figure 158 (SEQ ID NO:230). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, die invention ooncems an isolated nucleic acid mdecule comprising DNA havix^ 

25 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203133 
(DNA58723-1588) or (b) the complement of the nucleic acid tnolecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by die human prc^in cDNA in 

30 ATCC Deposit No. 203133 (DNA58723-1588). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising <a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about K5% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 24 to about 720, inclusive of figure 159 (SEQ ID 

35 NO:231), or (b) the complement of die DNA of (a). 

In a funher aspect, the invention concerns an isolated niKdeic acid molecule having at least 10 
nucleotides and produced by hybridizii^ a test DNA molecule under stringent conditions with (a) a DNA 
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molecule encoding a PR01344 polypeptide having the sequence of amino add residues from I or about 24 to 
about 720. inclusive of Figure 159 (S£Q ID NO:231), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably a least about an 85% sequoioe 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolatmg die test DNA molecule. 
S In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01344 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic add molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about ammo add position 23 in the sequence of Figure 159 (SEQ 
ID NO:231). 

10 In another aspect* the invention concerns an isolated nucleic add molecule conqirising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives viben compared witii die 
amino add sequence of residues 1 or about 24 to about 720, inclusive of Ingure 159 (SEQ ID NO:23 1), or (b) 
the complement of the DNA of (a). 

15 Another embodiment is directed to fragments of a PR01344 polypeptide coding sequence diat may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nudeotides m length and most preferably from about 20 to about 40 nucleotides in lengdi and may be derived 
from die nticleotide sequence shown m Figure 158 (SEQ ID NO:230). 

20 In another embodimem, the invention provides isolated PR01344 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a spedfic aspect, the invention provides isolated native sequence PR01344 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 24 to about 720 of Figure 
159 (SEQ ID NO:231). 

25 In another aspect, the invention concerns an isolated PR01344 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues I or about 24 to about 720, inclusive of Figure 159 (SEQ ID NO:231). 

In a funher aspect, the invention concerns an isolated PR01344 polypeptide, comprising an amino add 

30 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with die amino add sequence 
of residues 1 or about 24 to about 720, indusive of Figure 159 (SEQ ID NO:231). 

In yet another aspect, the invention concerns an isolated PRO 1 344 polypeptide. conq)ri8ing the sequence 
of amino acid residues 1 or about 24 to about 720, inclusive of Figure 159 (SEQ ID NO:231), or a fragment 

35 thereof sofftciem to provide a binding site for an anti-PR01344 anulxxly. Preferably, the PR01344 fragment 
retahis a qualitative biological activity of a native PR01344 polypeptide. 
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In a stiU furtber dspecL, the tnventicm provides a polypeptide produced by (i) faybridiang a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PR01344 polj^iqictde having the 
sequence of amino acid residues from about 1 or about 24 to about 720. inclusive of Figure 159 (S£Q ID 
NO:231). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, mc»e prefierably at least about a 

5 90 % sequence identic , most preferably at least about a 95 % sequence identity to (a) or (b) . (iO culturiQg a host 
cell conqnising the test DNA molecule under conditions suitable for e^nession of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet aix)ther embodimoit, the invention concerns agonists and a nt a g oni st s of a native FR01344 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01344 antibody. 

10 In a further embodiment, tiie invention concems a method of idmtifying agoiusts or antagonists of a 

iiative PR01344 polypeptide by contacting die native PR01344 polypeptide widi a candidate molecule and 
momtoring a biologicd activity mediated by said polypeptide. 

In a still furtiierembodimeitt, the invention concerns a compositioncomprising a PR01344 polypqittde, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

15 

66. VROim 

A cDN A clone (DNA58737-1473) has been identified* having homology to nucleic add encoding P-1 ,4- 
galactosyltransferase, tiiat encodes a novel polypqHide, designated in die present application as "PROl 109". 
In one embodiment, the invention provides an isolated nucleic acid molecule comprisipg DNA encoding 
20 a PROl 109 polypeptide. 

In one aspea, the isolated nucleic acid comprises DNA having at least about 80% sequence identiQ^, 
preferably at least about 85% sequaice identity, more preferably at least about 90% sequence identity, most 

^fw^^lyat least about 95 %~sequcnce identity to (a) a DN Amolecule encoding a PRO 1 109 polypeptide having 

die sequence of amino acid residues from about 1 or about 28 to about 344, inclusive of Figure 161 (S£Q ID 
25 NO:236), or (b) ttie conqilemcnt of die DNA molecule of (a). 

In am>ther aspect, the invention concems an isolated nucleic acid molecule encoding a PROl 109 
polypeptide conq>rising DNA hybridizing to the complement of die nucleic acid between about tuideotides 119 
or about 200 and about 1150, inchisive, of Figure 160 (SEQ ID NO:235). Preferably, hybridization occurs 
under strix^ent hybridization and wash conditions. 
30 In a further aspect, the invention concerns an isolated nucleic acid molecule conqirising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to<a) a DNA molecule 
encoding die same mature polypqitide encoded by the human protein cDNA in ATCC Deposit No. 203136 
(DNA58737-1473) or (b) die complement of die nucleic acid molecule of (a). In a fMeferred embodiment, die 
35 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203136 (DNA58737.1473). 
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In still a further aspect, the invdUion concerns an isolated nucleic add molecule comprising {a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identic to the sequence of amino acid residues 1 or about 28 to about 344, inchisive of Figure 161 (SEQ ID 
NO:236), or (b) the conqilenient of die DNA of (a). 

5 In a further aspect, the invention concerns an isolated nucleic add molecule having at least iO 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions widi (a) a DNA 
molecule encoding a PR01109 polypeptide havmg the sequence of anuno acid residues from 1 or about 28 to 
about 344, inchisive of Figure 161 (SEQ ID NO:236), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity , pref ereably at least about an 85 % sequence 

10 identity, more preferably at least about a 90% sequence identity, naost preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA mokcule. 

In a specific aspect the invention fnrovides an isolated nucleic add molecule comprising DNA encoding 
a PRO1109 polypeptide, with or without the N-termmal signal sequence and/or the mitiating metiiionine, or is 
complementary to such encoding nudeic acid molecule. The signal peptide has been tentatively identified as 

15 extending from about anuno add position 1 to about amino acid positicm 27 m the sequence of Figure 161 (SEQ 
ID NO:236). 

In another aspea, the invention concerns an isolated nucleic acid moledile conqirisii^ (a) DNA 
encodmg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
20 ammo acid sequence of residues 1 or about 28 to about 344, inclusive of Figure 161 (SEQ ID NO:236), or (b) 
the complement of the DNA of (a). 

Anotiier embodiment is directed to fragments of a PROl 109 polypeptide codmg sequence that may find 
use as hybridization probes. Such nucleic add firagments are from about 20 to about 80 nucleotides in length, 
preferably ftom about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides in length and most preferably from about 20 to about 40 nucleotides in Icngtii and may be derived 
from the nudeotide sequence shown in Figure 160 (SEQ ID NO:235). 

In another embodunent, tiie invention i»ovides isolated PROl 109 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, th& invention provides isolated native sequence PROl 109 polypeptide, winch in 
30 certain embodiments, includes an amino acid sequence comprising residues 1 or about 28 to about 344 of Figure 
161 (SEQ ID NO:236). 

In another aspect, the invention concerns an isolated PROl 109 polypeptide, comprising an ammo acid 
sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to ttie 
35 sequence of amino add residues 1 or about 28 to about 344. inclusive of Figure 161 (SEQ ID NO:236). 

In a fimher aspect, tiie invention concerns an isolated PRO 1 109 polypeptide, conoprisu^g an ammo add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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aboirt 90 % positives, most preferably at least «a»ut 95 % positives when compared with the amhio add sequence 
of residues 1 or about 28 to about 344. inclusive of Figure 161 (SEQ ID NO:236). 

Inyet another aspect, the invention concerns an isolated PROl 109 polypeptide, comprisfag the sequence 
of amino acid residues 1 or about 28 to about 344. mdusive of Figure 161 (SEQ ID NO:236). or a ftagment 
thereof sufficient to provide a binding site for an anti-PR01109amibo«iy. Preferably, the PROl 109 fragment 
5 retains a qualitative Inological acting of a native PROn09 polypqitide. 

In a stiU further aspect, die invention provides a polypeptide produced by (i) hyhridiong a test DNA 
molecule under stringent conditions with (a) a DNA molecule encodiog a PRO1109 polypeptide havmg the 
sequence of ammo acid residues from about lor about 28 to about 344, inchiaive of Figure 161 (SEQ ID 
NO:236). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
10 an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (U) culmring a host 
cell conqirising ti»e test DNA molecule under amditioos suitable for e:q)ression of die polypeptide, and fui) 
reooveriiig die polypeptide iiom the cdl culture. 

In yet another embodimett. die invention ooncems agonists and antagonists of a native PROI109 
15 potypqptide. in a particular embodinient. the agonist or antagonist is an anti-PROl 109 antibody. 

In a further embodhneni, die uivention concerns a mediod of identifying agonists or antagon^ 
native PR01109 polypeptide by contacting die native PRO1109 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a stiU further embodimem. die inventionconcems a conqx»ition conning a PROl 109 polypeptide. 
20 or an agonist or antagonist as hereinabove defined, in combination widi a phannaceutically acceptable carrier. 

67. PBQl^ 

A cDNA clone (DNA58743-1609) has been identifi^. having homology to nudwc add e^^ 

human melanoma ceU-expressed proton ranb. flat encodes a novd polypeptide, designated in the prescm 

25 appUouion as 'PR01383'. 

hi OTie e.mbodiment. flie invention provides an isolated nudeic acid molecule comiwising DNAencoding 

a PR01383 polypeptide. 

In one aspect, die isolated nudeic acid con^wises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
30 preferabtyatleastabout95% sequence identity to (a) a DNA molecule encoding a PR01383 polypeptide having 
die sequence of amino add residues fhim abom 1 or about 25 to about 423. indusive of «gure 163 (SEQ ro 

NO:241). or (b) the complement of die DNA nxdecule of (a). 

In anodier aspect, die invention ooncems an isolated nucleic acid molecule encoding a PR01383 
polypeptide comprising DNA hybridizing to die complement of die nucleic add between about nudeotides 122 
35 or about 194 and about 1390, indusive. of Figme 162 (SEQ ID NO:240). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 
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la a furdter aspect, the invendon conceins an isolated nucleic acid molecule comprisiiig DNA having 
at least about 80% sequence idendty, preferably at least about 85% sequence identic, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identic to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203154 
(DNA58743-1609) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
5 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203154 (DNA58743-1609). 

In still a further aspea, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodii^ a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identic, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
10 identic to the sequence of amino acid residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID 
NO:241). or (b) fbc con^)lemem of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01383 polyp^de having the sequence of amino acid residues from 1 or about 25 to 
IS about 423, mdusive of Figure 163 (SEQ ID NO:241)» or (b) die co^^>lemem of the DNA molecule of (a), and» 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identiiy, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identic to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
20 a PR01383 polypeptide, with or without the N*terminal signal sequence and/or the initiating mediionine, and 
its soluble, i,e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 24 in the sequence of Figure 163 (SEQIDNO:241). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 339 to about amino acid 
25 position 362 in die PR01383 amino acid sequence (Figure 163, SEQ ID NO:241). 

In anodier aspect, the invention conceins an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
amino acid sequence of residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID NO:241), or (b) 
30 die conqilement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01383 polypeptide codii:^ sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides m lengdi and may be derived 
35 from die nucleotide sequence shown m Figure 162 (SEQ ID NO:240). 

In another embodiment, the invention provides isolated PRO 1383 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 



152 



wo 99/63088 



PCTAJS99A22S2 



In a specific aspea, the invention provides isolated native sequence PR01383 polypeptide, which in 
certain embodintents, includes an anuno acid sequence comprising residues 1 or about 25 to about 423 of Figure 
163(SEQIDNO:241). 

In another aspect, the tnvendon concerns an isolated PR01383 polypqHide, comprising an amino add 
sequmce having at least about 80% sequence identic, preferably at least about 85% sequence identity, more 

S preferably at least about 90% sequence identity, most preferably at least about 95% sequence identic to die 
sequence of amino acid residues 1 or about 25 to about 423, inclusive of IHgure 163 <S£Q ID NO:241). 

In a further aspect, the inventicHi concerns an isolated PR01383 polypeptide, comjming an amino acid 
sequence scoriqg at least about 80% positives, preferably at least about 85% positives, more preferably at Icbsl 
aboat90% positives, most preferably at least about ^% positives when compared with the amino add sequence 

10 of residues 1 or about 25 to about 423, indusive of Figure 163 (SEQ ID NO:241). 

In yet another aspect, the invention concerns an isolated PRO 1 383 polypeptide, comprising the sequence 
of amino acid residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID NO:24i), or a fragment 
tfaei«of sufficiem to {novide a binding site for an anti-PR01383 antibody. Preferably, the PR01383 fragment 
retains a qualitative biolc^cal activity of a native PR01383 pcriypeptide. 

15 In a still further aqvect, the invention provides a polypeptide produced by <i) faybridimg a test DNA 

molecule under stringent ccmditions witii (a) a DNA molecule encoding a PR01383 polypeptide having the 
sequence of amino acid residues from about 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID 
NO:241), or (b) the conq>lement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence ideidty, preferably at least about an 85% sequence identity, more preferably at least about a 

20 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypqytide, and <iii) 
recovering the polypeptide from the cell culture. 

In~yet~anodier-embodiinem,-the-inveiition concerns-agoiiists-and-antagonis& — 

polypeptide. In a particular embodiment, die agonist or ants^onist is an anti-PR01383 antibody. 

25 In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PRO 1383 polypq)tide by contacting the native PRO 1383 polypeptide with a candidate molecule and 
monitoring a biological activi^ mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01383 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

30 

68. PROIOOB 

Applicants have identified a cDNA clone, DNA58846- 1409, that encodes a novel secreted polypqitide 
wherein the polypeptide is designated in the present application as ''PRO1003*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 a PRO1003 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA havii^ at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
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preferably at least about 95 « sequence kJemity to (a) a DN A molecule encoding a PRO1003 polypeptide having 
the sequence of amino acid residues ftom 1 or about 25 to about 84. inclusive of Figure 165 (SEQ ID NO:24«). 
or (b) the comidemem of die DNA molecule of (a). 

In another aspect, the invention concems an isolaicd nucleic add molecule encoding a PRO1003 
polypeptide comprising DNA that hybridizes to the complement of the nucleic add between about itsidues 41 
5 or about 113 and about292inctasive of Figure 164 (SEQ ID NO:245). Preferably, hybridization occurs under 

stringent hybridization and wash conditions. 

In a fiirAer aspect, the mvention concerns an isolated nucleic acid molecule conq»i8Hig DNA having 
at least about 80% sequence idemity . preferably at least about 85 % sequence identity, more preferably at least 
about 90* sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
10 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC DeposU No. 209W 

(DNA58846-1409). which was deposfted on June 9. 1998. In a preferred embodiment, the nodeic add 
comprises a DNA molecule encoding the same mature polypeptide encoded by d^ 

ATCC Deposit No. 209957 (DNA58846-I409). 

In an additional aspect, die invention concems an isolated nucleic acid molecule conqwismg DNA 
15 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, inore preferrtly at least abow 90% sequence identity, most preferably at lea^ 
identity to die sequence of amino add lesidues I or about 25 to about 84. mclusive of Figure 165 (SEQ ID 
NO:246). 

In anodier aspect, die invention concems an isolated nucleic acid molecule comprising DNA cncodmg 
20 a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, most preferably at 
least about 95% positives when compared wid» die amino acid sequence of residues I or about 25 to about 84. 

indusive of Figure 165 (SEQ ID NO:246). 

Anodier embodimemis directed to fragments of a IWO1003 polypeptide coding sequence dMtmay fin^ 

use as hybridization probes. Sudi mideic acid fragments are from about 20 to about 80 nucleotides in lengfli. 
25 preferably from about 20 to about 60 nucleotides in lengdi. more preferably from about 20 to about 50 
nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides m lengdi. 

In anodier embodiment, die invention provides isolated PRO1003 polypeptide encoded by any of die 
isolated nudeic add sequences hereinabove idemi&d. 

Inaspedfic aspect, die mvention provides isolated native sequence PRO1003 polypeptide, which inone 
30 embodiment, mcludes an amino acid sequence comprising residues 1 or about 25 to 84 of Figure 165 (SEQ ID 
NO:246). 

In anodier aspect, die invention concerns an isolated PRO1003 polypeptide, comprising an amino acid 
sequence having at least abom 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% 8e«juence identity to die 
35 sequence of amino add residues 1 or about 25 to 84. indusive of Figure 165 (SEQ ID NO:246). 

In a flndier aspect, die invention concems an isolated PRO1003 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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about 90% positives, most preferably at least about 95% positives when conq>ared with the amino acid sequence 
of residues 1 or about 25 to about 84 of Figure 165 (SEQ ID NO:246). 

In yet another aspect, the invention concerns an isolated PRO 1003 polypqytide, comprising the sequence 
of amino acid residues 1 or about 25 to about 84, inclusive of Figure 16S^S£Q ID NO:246), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1003 antibody. Preferably* the PRO1003 fragment 
5 retams a qualitative biological activity of a native PRO1003 polypeptide. 

In another aspea, the present invention is directed to fragments of a PRO1003 polypq>tide which are 
sufficiently long to provide an epitope against whidi an antibody may be generated. 

69. FRQUgS 

10 Applicants have identified a cDNA clone 0NA58848-1472) having homolc^ to nucleic acid encodii^ 

the LPAAT protein that encodes a novel polypqnide, designated in the presem application as "PROllOg". 

In one embodiment, the invention provides an isolated nucleic acid mdecule comprising DNA encoding 
a PROl 108 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence idmnity, 
IS preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity io (a) a DNA molecule encoding a FROl 108 polypeptide having 
the sequence of amino acid residues from about 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 108 
20 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 77 
and about 1444, inclusive, of Figure 166 (SEQ ID NO:247). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

in aftuther'aspectrthe'invention'concerm'a^^^ 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
25 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encotted by the human protein cDNA in ATCC Deposit No. 209955 
(DNA58848-1472). In a preferred embodiment, the nucleic acid comprises a DNA encoding the same mature 
polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209^5 (DNA58848-1472). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
30 encoding a polypeptide having at least about 80% sequence identity, preferably at least about sequence 
identic, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248). 

In a specific aspea, the invention provides an isolated nucleic acid molecule comprisii^ DNA encodmg 
a PROl 108 polypeptide, with or without die mitiating methionine, and its soluble, i.e., transmembrane domain 
35 deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule. The transmembrane 
domains have been tentatively identified as beiqg type II domains extending from about amiiK> acid position 22 
to about amino acid position 42, from about amino acid position 156 to about amino acid position 176, from 
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about amino acid position 180 to about amino acid position 1 99 and from about amino acid position 369 to about 
amino acid position 388 in the PROl 108 amino acid sequence (Figure 167, SEQ ID NO:248). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisiii^ DNA encoding 
a polypeptide scoring at least about 80% positives, preferably a least about 85% positives, more preferably at 
least about 90% positives, most preferably at least about 95% positives when conq>ared with the anuno acid 
5 sequence ofresiduesl to about456, inclusive ofFigute 167 (SEQ ID NO:a48). 

Another embodiment is directed to fragments of a PRO 1 1 08 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to sOmt 80 nudeotides m la 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 micleotides in length. 
10 In another embodunent, the invention provides isolated PR01108 polypeptide encoded by any of dte 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 108 polypepti^^ 
embodiment, includes an amino add sequeiK:e comprising residues 1 to about 456 of Figure 167 (SEQ ID ' 
NO:248). 

15 In another aspect, die invention ccmcems an isolated PROl 108 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% seqirace identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248). 

In a further aspea, the invention concerns an isolated PROl 108 polypeptide, comprising an amino acid 
20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when conqiared with die amino acid sequence 
of residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248), 

In yet another aspea, the invention concerns an isolated PRO 1 108 polypeptide, comprisixig the sequence 
of amino acid residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248), or a fragment thereof 
25 sufficient to provide a binding site for an anti-PROI 108 antibody. Preferably, the PROI108 fragment retains 
a qualitative biological activity of a n^ve PROl 108 polypeptide. 

In another aspect, the present invention is directed to fragments of a PRO1108 polypeptide ^ch are 
sufficiendy long to provide an epit<^ against which an antibody may be generated. 

In yet another embodiment, the invention concerns agonists and anugoxusts of a native PROl 108 
30 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROI 108 antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists of 
a native PROl 108 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PRO 1 108 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

35 
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70. YBsnm 

Applicants have identified a cDNA clone, DNA58849-1494, that encodes a novel polypeptide having 
homology to ribosyltransfeiase wherein the polypeptide is designated in the present application as "PROl 137*. 

In one embodiment, the invention provides an isolated micleic acid molecule coxnprisii^ DNA enoodi^g 
aPR01137potypepdde. 

5 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, and most 
preferably at least about 95 % sequence identic to (a) a DNA molecule encoding a PRO 1 1 37 polypeptide having 
die sequence of ammo acid residues from 1 or about 15 to about 240, inclusive of Figure 169 (SEQ ID NO:250), 
OT (b) the complemem of die DNA molecule of (a). 

10 In axx>dier aspect, the invaition concerns an isolated nucleic acid molecule encodii^ a PR01137 

polypeptide comprismg DNA that hybridizes to die complement of die nucleic acid sequence havinig about 
residues 77 or about 1 19 to about 796. mdusive of Figure 168 (SEQ ID NO:249). Prefen*ly. hybridization 
occurs under stringent hybridization and wa^ conditions. 

In a funber aspect, the invention concerns an isolated nucleic acid molecule comprisiiig DNA having 

IS at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, and most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209958 
(DNA58849-1494), which was deposited on June 9, 1998, or (b) die complement of the DNA molecule of (a). 
In a preferred embodiment, the nucleic acid comprises a DNA molecule encoding die same mature polypeptide 

20 encoded by die human protein cDNA in ATCC Deposit No. 209958 (DNA58849-1494). 

In a still further aspect, the invention concerns an isolated nucleic acid moleade comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

identityrmore preferably at least abom 90% sequence identiiyrand mostprefcrably m^l^^ — 

identity to die sequence of amino acid residues 1 or about 15 to about 240, inclusive of F^ure 169 (SEQ ID 

25 NO:250). 

In a specific aspect, the invention provides ah isolated nucleic acid molecule comprising DNA encodii^ 
a PR01137 polypeptide with or without the N-terminal signal sequence and/or die initiatiiig methionine, or die 
conqilement of such encoding DNA molecule. The signal peptide has been tentatively identified as extending 
tom about amino acid position 1 to about ammo acid position 14 in the sequence of Figure 169 <S£Q ID 
30 NO:250). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, and most preferably 
at least about 95% positives when compared widi the amino acid sequence of residues 1 or about 15 to about 
240, inclusive of Figure 169 (SEQ ID NO:250). 
35 Anodierembodimem is directed to fragments of a PROl 137 polypeptide coding sequence dia^ 

use as hybridization probes. Such nucleic acid fragments are from abom 20 to about 80 nucleotides in lengdi« 
preferably from about 20 to about 60 micleotides m leogdi, more preferably from about 20 to about 50 
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nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invcnticm provides isolated PROl 137 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 137 polypeptide, which in one 
embodiment, hicludes an amino acid sequence comprising residues 1 or about 15 to 240 of Figure 1 69 (SEQ ID 
5 NO:250). 

In another aspect, the invention oonccms an isolated PR01137 polypeptide, comprismg an ammo acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequrace identity, more 
preferably at least about 90% sequence identity, and most preferably at least about 95 % sequence identity to die 
sequence of amino acid residues 1 or about 15 to 240, inclusive of Figure 169 (SEQ ID NO:250). 
10 inafurtheraspect,ti»inventionconcctnsanisolatedPR01137pol^ conqjrismg an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, and most preferaWy at least about 95% positives when compared with the ammo add 
sequence of residues 1 or about 15 to about 240 of Figure 169 (SEQ ID NO:250). 

In yet another aspect, the mvcntion concerns an isolated PRO 1 1 37 polypeptide , compns mg the sequence 
15 of amino acid residues lor about 15 to about 240. inchisive of Figure 169 (SEQ ID NO:250), a fragment 
tiiereof sufficient to provide a binding site for an anti-PROl 137 antibody. Preferably, the PROl 137 fragment 
Trains a qualitative biological activity of a native PROl 137 polypeptide. 

In another aspea, die present invention is directed to fragments of a PRO 1 137 polypqitide which are 
sufficientiy long to provide an epitc^ against which an antibody may be generated. 
20 In yet another embodimrat, the invention concerns agonist and antagonists of tiie PROl 137 polypeptide. 

In a particular embodiment, die agonist or antagonist is an anti-PROl 137 antibody. 

In a further embodiment, die invention concerns screening assays to identify agonists or antagonists of 
a native PROl 137 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PROl 137 polypeptide 
25 as hereinabove defined, in combination widi a pharmaoeutically acceptable carrier. 

71. PR01138 

Applicants have identified a cDNA clone, DNA58850-1495, that encodes a novel polypeptide having 
homology to CD84 leukocyte antigen wherein tije polypeptide is designated in die present application as 
30 -PROl 138". 

In one embodiment, tbt invention provides an isolated nucleic acid molecule comprising DN A encodiAg 
a PROl 138 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, and most 
35 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 138 polypeptide having 
the sequence of amino acid residues from 1 or about 23 to about 335, indusWe of Figure 171 (SEQ ID NO:253), 
or (b) the complement of the DNA molecule of (a). 
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In another aspect, the invention concerns an isokted nucleic acid molecule encodmg a PR01138 
polypeptide conqmsing DNA diat hybridizes to the con«)lement of the nucleic acid sequence having about 
residues 38 or about 104 to about 1042» inclusive of Figure 170 (SEQ ID NO:252). Preferably, hybridization 
occurs under stringent hybridization and wash conditions. 

In a further aspect, die mvention concerns an isolated nucleic acid molecule comprisiqg DNA havn% 

5 at least about 80% sequence identity, preferabfy at least about 85% sequence identity, more preferably at least 
about 90 % sequence identity , and most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC DqxisU No. 209956 
(DNA58850-1495), which was deposited on June 9, 1998, or 0>) die conq>lenient of die DNA mdeculc of <a). 
In a preferred embodiment, die nucleic acid comprises a DNA molecule encodu^ die same mature polypqitide 

10 encoded by die human protem cDNA m ATCC Deposit No. 209956 (DNA58850-1495). 

In a still further aspect, die inventicm concerns an isolated nucleic add molecule conqyri^ng DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, and most preferably at least about 95 % sequence 
identity to die sequence of amino acid residues 1 or about 23 to about 335, inchisivc of Figure 171 (SEQ ID 

15 NO:253). 

In a specific aspect , die mvention provides an isolated nucleic acid molecule comprisipg DNA encodmg 
a PR01138 extracellular domain (ECD), widi or widiout die N-termmal signal sequence and/or die initiating 
mediionme, and its sohible variants fi.e. transmembrane domain(s) deleted or inactivated) or is conqileraefliary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
20 amino add position 1 to about amino acid position 22 in die sequence of Figure 171 (SEQ ID NO:253). A 
transmembrane domain region has been tentatively identified as extending from about amino acid position 724 
to about amino acid position 250 in die PROl 138 amino acid sequence (Figure 171 , SEQ ID NO:253). 

In anodier aspea,^el^v^on concerns m^toI^ m^leic acid mbleculie~TO 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, and most prefierably 
25 at least about 95% positives when conqiared widi die amino acid sequence of residues 1 or about 23 to about 
335, inclusive of Figure 171 (SEQ ID NO:253). 

Anodicr embodiment is directed to fragments of a PR01138 polypeptide coding sequence diat may find 
use as hybridization probes. Sudi nudeic acid fraginenis arc from about 20 to about 80 nucleotides in lei^, 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
30 nucleotides in Icngdi, and most preferably from about 20 to about 40 nucleotides in lengdi. 

In anodier embodunoit. die invention provides isolated PROl 138 polypeptide encoded by any of die 
isolated nucleic add sequences hereinabove identified. 

In a specific aspect, die invention provides isolated native sequence PRO 1138 polypeptide , which in one 
embodiment, includes an amino acid sequence comprisnig residues 1 or about 23 to 335 of figure 171 <SEQ ID 
35 NO:253). 

In anodier aspect, die invention concerns an isolated PROl 138 polypeptide, conqnrising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identiQr, more 
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preferably at least about 90% sequence identity, and most preferably at least about 95 % sequence identiQ^ to the 
sequence of amino acid residues 1 or about 23 to 335, inclusive of Figure 171 (SEQ ID NO;253). 

In a further aspect, the invention concerns an isolated PROl 138 polypeptide, conqxrising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, and most preferably at least about 95% positives when conqxaied widi the amino add 
5 sequence of residues 1 or about 23 to about 335 of Figure 171 (SEQ ID NO:253). 

In another aspect, the inventicm concerns a PR01138 extracellular domain comprising an amino acid 
sequence having at least about 80% sequence identic, preferably at least about 85% sequence identity, more 
preferably at least about 90 % sequence identiQr , and most preferably at least about 95 % sequence identity to tbt 
sequence of amino acid residues lor about 23 to X of Figure 171 (SEQ ID NO:253). wherein X is any one of 
10 aminoacidiesidues219to228of Figure 171 (SEQ ID NO:253). 

In yet another aspect, the invention concerns an isolated PRO 1 138 polypeptide, conqirising the sequence 
of ammo acid residues 1 or about 23 to about 335, mdusive of Figure 171 (SEQ ID NO:253), or a fragment 
thereof suflteient to provide a binding site for an anti-PROl 138 antibody. Preferably, the PROl 138 fragment 
retains a qualitative biological activity of a native PROl 138 polypeptide. 
15 In another aspect, the present invention is directed to fragments of a PR01138 polypeptide i^iich are 

sufficiently long to provide an q>hope against which an antibody mi^ be generated. 

In yet another embodiment^ the invention concerns agonist and antagonists of the PROl 138 polypeptide. 
In a particular embodiment, the agonist or antagonist is an anti-PROl 138 antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists of 
20 a native PROl 138 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PROl 138 polypeptide 
as hereinabove defined, in combination with a ptaarmaceutically acceptable carrier. 

In another embodimem, the invention provides a nucleotide sequence designated herein as DNA49140 
con^rising die nucleotide sequence of Figure 172 (SEQ ID NO:254). 

25 

72. PRO10S4 

A cDNA clone (DNA58853- 1423) has been identified.having homology to nucleic acid encoding majaor 
nrinaiy protems (MUPs) that encodes a novel polypeptide, designated in the present application as ''PRO1054*'. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
30 a PRO1054 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encodiAg a PRO 1054 polypeptide having 
die sequence of amino acid residues from about 1 or about 19 to about 180, mclusive of Figure 174 (SEQ ID 
35 NO:256), or (b) die conq)lement of die DMA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1054 
polypeptide comprising DNA hybridizing to the complemem of the nucleic acid between abom nucleotides 46 
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orab<ratl00aiKiabom585,iiidusive.ofF^urei73(SEQ Preferably, hybridiiadimoccraun^ 

stringent faybridizadon and wa^ oondidoDS. 

In a further aspect, the invention ooncems an isolated nucleic acid molecule comprising DNA having 
at least Jrtwm 80% sequence identity, prelcra^ 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA mdecule 
5 encoding the same manuc polypqytide encoded by ihe human protein cDNA in ATCC Dqiosit No. 203016 

(DNA588S3-1423) or (b) the conqjlement of die nucleic add molecule of (a). In a preferred embodiment, die 

nudcic acid con^mses a DNA encoding the same manire polypeptide eo 

ATCC Deposit No. 203016 (DNA58853-1423). 

In still a fiirtiier aspect, the inventim concerns an isolated nucleic acid molecule comprismg (a) DMA 
10 encodmg a potypeptide having at least about 80% sequence identity, preferably at least about 85% sequwjce 

identi^r, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of ammo add residues lor about 19 to about 180. indusive of Fipire 174(SEQID 

NO:256). or (b) the complement of the DNA of (a). 

In a further aspect, the mvention concerns an isolated nudeic acid nK>lecule having at least 10 
15 nucleotides and produced by hybridizing a test DNA molecule under stringent conditicms with (a) a DNA 

molccde encoding a PRO1054 polypqjtidc having die sequence of amino acid residuw 

about 180. mchisive of Figure 174 (SEQ ID NO:256), or (b) die complement of die DNA molecule of (a), and. 

if die DNA molecule has at least about an 80 % sequciK» identity, prefereably at least about an 85 % sequence 

identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
20 identity to (a) oc^). isolatii^ die test DNA molecule. 

In a spedfic aspect, die invention provides an isolated nucleic acid molecule oonqnisir^ DNA encoding 

a PRO1054 polypeptide, widi or widiout die N-terminal signal sequence and/or die initiating mediioiune, or is 

^bSplcm^fyto si^ 

extending ftom about ainino acid positicml to about arnino acid position 18 m die sequence of Figure 174<aEQ 
25 IDNO:256). 

In anodier aspect, die invention concerns an isolated nudeic acid molecule conqirising <a) JMA 
encodir^ a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conqiared widi die 
ammo acid sequence of residues 1 or about 19 to about 180, indusive of Figure 174 (SEQ ID NO:256). or (b) 

30 dieconqplementof dieDNAof (a). 

Anodicr embodimem is directed to fragments of a PROia54 polypeptide coding sequ 
use as hybridization probes. Sudi nudeic acid fraginents are from abom 20 to abom 80 nucleotides lei^^ 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in lei^ and may be derived 
35 from die nucleotide sequence shown in Figure 173 (SEQ ID NO:255). 

In anodier embodimem, die mvention provides isolated PRO1054 polypeptide encoded by ariy of die 
isolated nudeic acid sequences hereinabove identified. 
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In a q)ecific aspect, the inveadon provides isolated nadve sequence PRO1054 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 19 to about ISOof Figure 
174(SEQIDNO:256), 

In another aspect, the invention coQcenis an isokted PR01Q54 polypepti^ 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identic, more 
5 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 19 to about 180, inclusive of Figure 174 (SEQ ID NO:256). 

In a fiirdier aspect, die invention concerns an isolated PR01Q54 polypeptide, compnsmg an amino add 
sequence soorii^ at least about 80% positives, prefend>ly at least about 85% positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives wbsn compared vn&i the amino add sequence 
10 of residues 1 or about 19 to about 180, indusive of Figure 174 (SEQ ID NO:25Q. 

In yet another aspect, the inventicmooncems an isolated PRO 1054 polypqitide, comprising the sequence 
of amino acid residues 1 or about 19 to about 180, indusive of Figure 174 (SEQ ID NO:256), or a fragment 
thereof suffident to provide a binding site for an anti-PRO1054 antibody. Preferably, the PRO1054 fragment 
retains a qualitative biological activi^ of a native PR01Q54 polypqitide. 
IS In a stiU further aspect, the invention provides a polypeptide product 

mdecule under stringent conditicms with (a) a DNA molecule encoding a PRO1054 polypeptide having the 
sequence of amino acid residues from about 1 or about 19 to about 180, indusive of Figure 174 (SEQ ID 
NO:256), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
20 90% sequence identity, most prefmbly at least about a 95% sequence identity to (a) or (b), (ii) cdtuiing a host 
cell conqnising the test DNA molecule under conditions suitable for expression of the polypqytide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet anotiier embodunent, the mvention concerns agonists ami antagonists of a native PRO1054 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1054 antibody. 
25 , In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PRO1054 polypeptide by contacting the native PRO1054 polypeptide with a candidate molecule and 
monitoring a biolo^cal activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a conq>osition comprising a PRO 1054 polypeptide, 
or an agonist or antagonist as hereinabove deHned, in combination with a pharmaceuticaily acceptable carrier. 

30 

73. FR0994 

A cDNA clone (DNA58855-1422) has been identified, having homology to nucleic add encoding the 
tumor-associated antigen L6 that encodes, a novel polypeptide, designated in the present i^lication as 
•PR0994". 

35 In one embodiment, the invention provides an isolated nucleic add molecule ccunprising DNA encoding 

a PR0994 polypeptide. 
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in one aspect, the isolated nucleic acid comprises DNA having at least about' 80% seqaenoe tdend9. 
preferably at least about 85% sequence idendqr, more preferably at least about 90% sequence identiiy, most 
preferably at least about 95 % sequaice identity to (a) a DNA molecule cncodmg a PR0994 polypqidde having 
the sequence of amino acid residues from about 1 toalxmt229. inchisiveof Hgure 176 (SEQ ID N0::^» or 
(b) the conq)lement of the DNA molecule of (a). 

S In anodier aspect, the mvention conoenis an isolated nudeic add molecule encoding a PR0994 

polypeptide conq>rismg DNA l^bridizing to die complemem of the nucleic add between aiboiftt mideocides 31 
and about 717, indusive, of Figure 175 (SEQ ID NO:257). Preferably, hybridization occura under strii^gent 
hybridization and wash coodttions. 

In a furdier aspect, die mvention concerns an isolated nudeic acid molecule comprisiiie DNA haviqg 

10 at least about 80% sequence identic, preferably at least about 85% sequence identic, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203018 
(DNA58855-1422) or (b) the complement of the nucleic add molecule of (a). In a preferred embodiment, the 
nudeic acid conqirises a DNA encoding the same mature polypeptide encoded by dte hm^ 

15 ATCCDq>ositNo.^l8(DNA58855-1422). 

In still a fimfaer aspea, the invention concerns an isolated nudeic add molecule comprisii^ (a) DNA 
encoding a polypeptide havmg at least about 80% sequence identic, preferably at least about 85% sentence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258), or 

20 (b) diecomplemoitof dieDNAof (a).. 

In a further aspect, the invention concerns an isolated nucldc acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringoit conditions with (a) a DNA 
m61«iUeOT0odi^^PRC>994'polypqp^ 

ux:lusive of Figure 176 (SEQ ID NO:258), or (b) the con^lement of the DNA molecule of (a), and, if the DNA 
25 molecule has at least abom an 80% sequence identity, prefereably at least abom an 85% sequenced 
preferably at least about a 90% sequence identic, nu>st preferably at least abom a 95% sequence iden^ 
or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nudeic add molecule comprising DNA encoding 
a PR0994 polypeptide, with or without the initiatiog methionine, and its soluble, i.e., transmembrane domain 
30 deleted or inactivated variants, or is complementary to such encoding nudeic add molecule. The multq>le 
transmembrane domains have been tentatively identified as extending from about amino acid position 10 to about 
anuno add position 31, from about amino add position 50 to about anuno acid position 72, feom about amino 
add position 87 to about amino acid position 110 and from about amiix) acid position 191 to about anuno acid 
position 213 in die PR0994 amino add sequence (Figure 176, SEQ ID NO:258). 
35 In anodier aspect, die mvention ooncems an isolated nucleic acid molecule' comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when conqrared widi the 
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amino acid sequence of residues 1 to about 229, inclusive of Figure 176 (SEQ ID NO:2S8), or (b) the 
complemcm of the DNA of (a). 

Another exnbodiinent is directed to fragments of a PR0994 polypeptide codu^ 
use as hybridization probes. Such nucleic add fragmeots are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
5 nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Ftgoie 175 (SEQ ID NO:257). 

In anodier embodiment, the mvention provides isolated PR0994 polypqitide encoded by aigr of the 
isolated imcleic acid sequences hereinabove identified. 

In a specific aspect, die invemion provides isolated native sequence PR0994 polypeptide, whidi in 
10 certain embodiments, inchides an amino add sequence comprismg residues 1 to about 229 of Figure 176 (SEQ 
IDNO:258). 

In another aspect, the invemicm coocerm an isolated PR0994 polypeptide, comprising an anuno acid 
sequence having at least about 80% sequence identity, preferat^ at least about 85% sequence identity, more 
preferably at least about 90% sequence identic, most preferably at least about 95% sequence tdeothy to the 

15 sequence of amino add residues! to about 229, indusive of Figure 176 (SEQ mNd:258^^ 

In a further aspect, the invention concerns an isolated PR0994 polypeptide, oymprisutg an amnio acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives , most preferably at least about 95 % positives when compared with the amino add sequence 
of residues 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258). 

20 In yet anotiieraspea, the invention concerns an isolated PR0994 polypeptide, conqirisi^ 

of amino add residues 1 to about 229, indusive of Figure 176 (SEQ ID NO:258), or a fragment thereof 
sufficiem to provide a bindmg site for an anti-PR0994 antibody. Preferably, die PR0994 fragment retams a 
qualitative biological activity of a native PR0994 polypeptide. 

In a still fimher aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 

25 molecule under stringent conditions widi (a) a DNA molecule encoding a PR0994 polypeptide having the 
sequence of anuno acid residues from about 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258), or (b) 
die conq>lement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell conymsiog 

30 the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the. 
polypeptide from the cell culture. 

In yet anodier embodiment, the invention concerns agonists and antagonists of a native PR0994 
polypeptide. In a particular embodiment, the agonist or antagonist is an aiiti-PR0994 antibody. 

In a further emboctiment, the invention concerns a mediod of identifying agonists or antagonists of a 

35 native PR0994 polypeptide by contacting die native PR0994 polyp^tide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
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In a sdll further embodunent, the invendonccMicerDS a composition conqmsing a PR0994 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaoeutically acceptable carrier. 

74. PR0812 

A cDNA clone (DNA59205-1421) has been identified, having homology to nucleic acid encoding 
5 prostatic steroid-binding protem cl that encodes a novel polypeptide* designated in tbs present q>pltcatiQn as 
"PR0812". 

hi one embodimem, the invention provides an isolated nucleic add molecule con^^ 
a PR0812 polypeptide. , 

Mone aspect, the isolated nucleic acid comprises DMA havti^ at least about 80% sequence identic, 

10 preferably at least about 85%. sequence identic, more preferably at least about 90% sequence identiQr, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0812 polypeptide having 
the sequence of amino acid residues from stooai 1 or about 16 to about 83, inclusive of Figure 178 <SEQ ID 
NO:260), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a m0812 

IS polypeptide comprismg DNA hybridi^ to the complement of the nucleic acid between about nucleotides 55 
or about 100 and about 303. inclusive, of figure 177 (SEQ ID NO:259). Preferably, hybridizaticm occurs under 
strii^gent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated niKleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

20 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by the human protem cDNA in ATCC Deposit No. 203009 
(DNA59205-1421) or (b) the coniplement of the nucleic acid molecule of (a). In a preferred embodiment, the 
niicleic~^idco^ns^irDNA~OT^^ 
ATCC Deposit No. 203009 (DNA59205-1421). 

25 hi still a further aspect, the invention concerns an isolated nucleic acid ixiolecule comprising <a) DNA 

encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 16 to about 83. inclusive of Figure 178 (SEQ ID 
NO:260), or (b) the con^lement of the DNA of (a). 

30 ' In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizmg a test DNA molecule under stringent conditions widi (a) a DNA 
molecule encoding a PR0812 polypeptide havmg the sequence of amino acid residues from 1 or about 16 to 
about 83, inclusive of Figure 178 (SEQ ID NO:260), at (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 

35 identic, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isoUiting the test DNA molecule. 
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In a specific aspect, the invention provides an isolated nucleic acid molecule conqirisii^ DNA encoding 
a PR0812 polypeptide* widi or without the N-terminal signal sequence and/or the initiating methionine, or is 
coroplementaiy to such encodmg nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino add position 1 to about amino add position 15 in the sequence of Figure 178 (SEQ 
ID NO:260). 

5 In anodier aspect, die invention concerns an isolated nucleic add molecule coaprising (a) DNA 

encoding a polypeptide scorixig at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives compared widi the 
amiix) add sequence of residues 1 or about 16 to about 83, inclusive of Figure 178 (SEQ ID NO:260), or (b) 
die complement of the DNA of (a). 

10 Another embodiment is directed to fragments' of a PR0812 polypeptide coding sequence diat may find 

use as hybridization probes. Such nudeic add firagniems are from abom 20 to about 80 nucleotides in le^^ 
preferably from about 20 to about 60 nucleotides in leogdi, more preferably from about 20 to about 50 
nucleotides inlengdi and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 177 (SEQ ID NO:259). 

IS In another embodimoit, the invention provides isolated PR0812 polypeptide encoded by any of the 

isolated nudetc add sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0812 polypq^ide, which in 
certain embodiments, includes an ammo add sequence comprising residues 1 or about 16 to about 83 of Figure 
178 (SEQ ID NO:260). 

20 In another aspect, the invention concerns an isolated PR0812 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 16 to about 83, inclusive of Figure 178 (SEQ ID NO:260). 

In a further aspect, the invention concerns an isolated PR0812 polypeptide, cooaprisi^g an amino acid 

25 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 83, indusive of Figure 178 (SEQ ID NO:260). 

In yet another BspccL , the invention concerns an isolated PROS 1 2 polypq>tide , conqnrising die sequence 
of amino acid residues 1 or about 16 to about 83, inclusive of Figure 178 (SEQ ID NO:260), or a fragment 

30 thereof sufficient to provide a buiding site for an anti-PR0812 antibody. Preferably, the PR0812 fragment 
retains a qualitative biological activity of a native PR0812 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizmg a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0812 polypeptide having the 
sequence of ammo add residues from about 1 or about 16 to about 83, inclusive of Figure 178 (SEQ ID 

35 NO:260), or (b) the conq>lement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cdturiiig a host 
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cell comprising die test DNA molecule under conditions suitable for eiqsression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concems agonists and antagonists of a native PR0812 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0812 antibody. 

In a further embodiment, the invention concems a medKxi of identifying ironists or amagonists of a 
5 native PR0812 polypeptide by coniacting the native PR0812 polypeptide with a candidate molecule and 
monitorii^ a biological activity mediated by said polypq>dde. 

In a still further embo(foent. the mvention concerns a conqmition conqpnsing a PROS 1 2 polypeptide , 
or an agonist or antagonist as hereinabove defimed, in combinatian with a pharmaceutically acceptable carrier. 

10 75. EEQIM 

V^licants have identified a cDNA clone, DNA5921 1-1450, that encodes a novel polypeptide haviqg 
homology to CHIP wherein the polypeptide is designated in the present application as *'PRO1069*'. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprisix^ DNA encodipg 
a PRO1069 polypqytide. 

IS In one aspea, tiie isolated nudeic add comprises DNA haviqg at least about 80% sequence identity, 

preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identiQr to (a) a DNA molecule encodiiig a PRO 1 069 polypeptide having 
tike sequence of amino acid residues from lor about 17 to about 89, inclusive of Figure 180 (S£Q ID NO:262), 
or (b) the complement of the DNA molecule of (a). 

20 In anotiier aspect, the invention concems an isolated nucleic acid molecule encoding a PROi069 

polypeptide comprisitig DNA tiiat hybridizes to the complonent of tiie nucleic acid sequence having about 
residues 197 or about 245 to about 463, inclusive of Figure 179 <SEQ ID NO:261). Preferably, hybridization 
occurs under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequ^ioe identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodii^ the same manire polypeptide encoded by tiie human protein cDNA in ATCC Deposit No. 209960 
(DNA592IM450), v^ch was deposited on June 9. 1998. In a preferred embodiment, the nucleic acid 
conqvrises a DNA molecule encoding tiie same manire polypeptide encoded by tiie human protein cDNA m 

30 ATCC Deposit No. 209960 (DNA5921 1-1450). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 17 to about 89, inclusive of Figure 180<%Q ID 

35 NO:262). 

In a spedfic aspect, ibc invention provides an isolated nucleic add molecule comprisitig DNA encodmg 
a PRO1069 extracellular domain <ECD), with or witiiout tiie N-tenninal signal sequence and/or tiie initiating 
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methionine, and its soluble variants (i.e. transmembrane doniain(s) deleted or inactivated) or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as cxtendmg from 
anuno acid position 1 to about amino acid position 16 in the sequence of Figure 180 (SEQ ID NO:262). A 
transmembrane domain region has been tentatively identified as e}ttcnding ftom about amino acid positira 36 
to abwit amino acid position 59 in the PRO1069 amino acid sequence 180. SEQ m NO:262). 

In anotlier aspect, the invention concems an isolated nucleic acid molecule conqnismg DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, most preferaUy at 
least about 95% positives when compared with the ammo acid sequence of residues 1 or about 17 to about 89, 

inclusive of Figure 180 (SEQ ID NO:262). 

Another embodimem is directed to fragments of a PRO1069 polypeptide codmg seq^^ 

use as hybridization probes. Such nucleic acid fragnienis are from about 20 to about 80 nucleotides m length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides m length and most prefer^ly from abom 20 to about 40 nudeotides in leng^ 

In anodier embodiment, die invention provides isolated PRO1069 polypeptide encoded by any of the 
isc^ated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1069 polypeptide, which in one 
embodimem, incliides an anuno acid sequaice comprising residues lor about 17 to 89 of Kgurc 180 (SEQ ID 
NO:262). 

In another aspect, the invention concems an isolated PRO1069 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequeiux identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 17 to 89, inclusive of Figure 180 (SEQ ID NO:262). 

In a further aspect, the invention concems an isohited PRO 1069 polypeptide, comprising an ammo acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 17 to about 89 of Figure 180 (SEQ ID NO:262). 

In another aspect, the invention concems a PRO1069 extracellular domain comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 17 to X of Figure 1 80 (SEQ ID NO:262), wherein X is any one of 
amino acid residues 32 to 41 of Figure 180 (SEQ ID NO:262). 

In yet another aspea, the invention concems an isolated PRO1069polypeptide, comprismg the sequence 
of ammo add residues 1 or about 17 to about 89, inclusive of Figure 180 (SEQ ID NO:2^), or a fragment 
thereof sufficiem to provide a binding site fox an anti-PRO1069 antibody. Preferably, the PRO1069 fragment 
retains a qualitative biological activity of a native PRO1069 polypeptide. 

In another Bsped, die presem invention is directed to fragments of a PRO 1069 polypqitide whidi are 
sufficiently long to provide an epitope against wiMi an antibody may be generated. 
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Inyci another embodiment, the inventicm conccms agonist and antagonists of tbe PRO1069 polypeptide. 
In a particular embodiment, the agomst or antagonist is an anti.PRO1069 antibo^. 
In a farther cmbodimem. die invention concerns scr^^ 

a native PRO1069 polypepdde. 

In stiU a farther embodiment, the invention coiK»ms a com^ 
5 as hereinabove defined, in combmation with a ^lannaccutica^ 

76. mam 

Applicants have identified a cDNA done (DNA59213-1487) having homology to nucleic acid encodhig 
cytodirome P-450 family members that en^ 
10 •PR01129", 

In one cinbodimcm. die invention provides an isolated nucleic acid nioleciile conq*^^ 
a PR01129 polypqxide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence idaitity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence idcntior, most 
1 5 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 129 polypeptide havmg 
die sequence of amino acid residues from about 1 to ab<mt 524, inclusive of Figure 182 (SEQ ID NO:264). or 
(b) die complement of die DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01129 
polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about nucleotides 42 
20 and about 1613, inclusive, of Figure 181 (SEQ BO NO:263). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a fanher aspect, die invention concerns an isolated nucleic acid molecule coiiq>rising DNA having 
at least about 80% sequence identity ,^ferab^~ati«ia about 85% sequence" identity, more prefi^blyat iMiist 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
25 encoding die same mature pol>i)eptide encoded by die human protein cDNA in ATCC Deposit No. 209959 
(DNA59213-1487) In a preferred embodimwit, die nucleic acid comprises a DNA encoding die same mamre 
polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209959 (DNA59213-1487). 

In still a further aspect, die invention concerns an isolated nucleic acid molecule con^Mrising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
30 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 to about 524, inclusive of F^ 182 (SEQ ID NO:264). 

In a specific aspect, die invention provides an isolated nucleic acid molecule conqnrising DNA encodii^ 
a PROl 129 polypeptide, widi or widnrnt die initiating methionine, and its soluble, i.e., transmembrane domain 
deleted or niactivaied variants, or is complementary to such encoding nucleic acid molecule. The type II 
35 transmembrane domains have been tentatively identified as extoiding fixim about amino acid position 1 3 to about 
ammo add position 32 and from abom amino add position 77 to about amino 
amino acid sequence (Figure Iffi, SEQ ID NO:264). 
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In another aspect, the invention concenis an isolated nucleic acid molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at 
least about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 to about 524, inclusive of Figure 182 (S£Q ID NO:264). 

Another embodimem is directed to fragnoents of a PROl 129 polypeptide coding sequem 
S use as hybridization probes. Such nucldc acid fragtnents are fnmi about 20 to about 80 nucleotides in lei^ 
pieferably from about 20 to about 60 micleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in leqgdi. 

In aix>dier embodiment, the invration provides isolated PR01129 polypqidde encoded by any of die 
isolated nucleic acid sequences hereinabove identified. 
10 In a specific aspect, the invention provides isolated native sequence PROI 129 polypeptide, which in one 

embodiment, includes an amino acid sequence comprising residues 1 to about 524 of Figure 182 (SEQ ID 
NO:264). 

In another aspea, the invention concerns an isolated PROI 129 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, prefierably at least about 85% sequence identity, more 
IS prefierably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264). 

In a further aspect, the invention concerns an isolated PROI 129 polypeptide, conq)risiQg an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, vaarc preferal^ at least 
about 90% positives, most preferably at least about 95 % positives when compared widi the amino acid sequence 
20 of residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264). 

In yet another aspect, the invemion concerns an isolated PROI 129 polypeptide, comprising the sequence 
of amino acid residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264), or a fragment thereof 
sufGcient to provide a bmding site for an anti-PROl 129 antibody. Preferably, the PROI 129 fragmem retains 
a qualitative biological activity of a native PROI 129 polypeptide. 
25 In anodier aspect, die present invention is directed to fragments of a PR01129 polypeptide which are 

sufficiently long to provide an epitope against which an andbody may be generated. 

In yet another embodiment, the invemion concerns agonists and antagonists of a native PRO 1129 
polypqidde. In a particular embodimeiU, the agonist or antagonist is an anti-PROl 129 antibody. 

In a further embodiment, die invention concerns screening assays to identify agonists or antagonists of 
30 a native PROI 129 polypeptide. 

In still a further embodiment, die invention concerns a composition conqnismg a PRO 1 129 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

77. SBQlfia 

35 A cDNA clone (DNA59214-1449) has been identifled, that encodes a novel polypeptide having 

homology to urotensin and designated die present a^iication as ''PRO1068.'* 
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In one embodiment, the invention provides an isolated nucleic acid molecule conqmsing DN A encoding 
a PRO1068 polypeptide. 

In one aspect, the isolated nucleic acid coniprises DNA having at least about 80% sequence identity. 

preferably at least about 85% sequence identiiy, more preferably at least about 90% sequence identity, most 

preferably at least about 95 % sequence identity to (a) a DN A molecule encoding a PRO 1 068 polypeptide having 
5 the sequence of amino acid residues from about 21 to about 124, inclusive of Figure 184 (SEQ ID NO:266), or 

(b) the conq>lement of the DNA molecule of (a). 

In anotixer aspect, the invention concerns an isolated micleic acid molecule encoding a FRO1068 

polypeptide comprismg DNA l^bridimg to the conq>leinent of the nucleic acid between about residues 102 and 

about 413, inclusive, of Figure 183 (SEQ ID NO:265). Preferably, hybridizaticm occurs imder stringent 
10 faybridizatian and wash conditions. 

In a further aspect, the Invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, prefer^ly at least about 85 % sequence identity, more prefcraWy at least 

about 90% sequence identiiy, most preferably at least about 95% sequex»e identiiy to (a) a DNA molecule 

encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No, 203046 
15 (DNA59214-1449), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nudeic 

add comprises a DNA encoding die same mature polypeptide encoded by die human protein cDN A in ATCC 

Deposit No. 203046 (DNA59214-1449). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule conq>rising (a) DNA 

encoding a polypeptide having at least about 80%' sequence identity, preferably at least about 85% sequence 
20 identity, more preferably at least about 90% sequence idratity, most preferably at least about 95% sequence 

identic to die sequence of amino acid residues from about 21 to about 124, inclusive of Figure 184 <S£Q ID 

NO:266), or die complement of die DNA of (a). 

nudeotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
25 under stringent conditions widi (a) a DNA molecule encoding a PRO1068 polypeptide having the sequence of 
amino add residues from about 21 to about 124, indusivc of Figure 184 (SEQ ID NO:266), or (b) die 
conq>lenient of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identiiy, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b). isolating die test DNA molecule. 
30 In a specific aspect, the invention provides an isolated nudeic acid molecule comprising DNA encoding 

a PRO 1068 polypeptide, widi or widiout die N-terminal signal sequence and/or die initiating meducmine, or is 
complementary to sudi encodmg nucleic acid molecule. The signal peptide has been tentativdy identified as 
extending from amino acid position 1 dirough about amino acid position 20 in die sequence of Figure 184 (SEQ 
IDNO:266). 

35 In anodier aspect, the invention concerns an isolated nucleic add molecule comprising Xa) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
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amino add sequence of residues 21 to about 124, inclusive of Figure 184 (SEQ ID NO:266), or (b) die 
oonq>leineiit of (he DNA of (a). 

Anodicr embodiment is directed to fragments of a PRO 1 068 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
5 nudeotides in length, and most prefenibly from about 20 to abom 40 nucleotides in 1^^ 

In anodier embodiment, the invention provides isolated PRO1068 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

Ina spedfic aspect, the invention provides isolated native sequence PRO 1068 polypeptide, which in one 
embodiment, nicludes an amino add sequence comprising residues 21 to 124 of Figure 184 (SEQ ID NO:269. 
10 In another aspect, the invention concerns an isolated PRO1068 polypeptide, comprising an ammo add 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 21 to about 124, inclusive of Figure 184 (SEQ ED NO:266). 

In a funher aspect, the invention concerns an isolated PRO 1068 polypefHide, comprising an amino acid 
15 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least ^ 
about 90% positives, most preferably at least about 95 % positives when compared witii die ammo acid sequence 
of residues 21 to 124 of Figure 184 (SEQ ID NO:266), 

In yet anodicr aspect, die invention concerns an isolated PRO 1068 polypeptide, comprising die sequence 
of amino acid residues 21 to about 124, inclusive of Figure 184 (SEQ ID NO:266). or a firagmem diercof 
20 sufficient to provide a binding site for an anti-PRO1068 antibody. Preferably, die PRO1068 fragment retains 
a qualitative biological activity of a native PRO1068 polypeptide. 

In a still furdier aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PRO1068 polypeptide having the 
sequence of amino add residues from about 21 to about 124, inclusive of Figure 184 (SEQ ID NO:266),*or (b) 
25 die con^lement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell ccMnprising 
die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering die 
polypeptide from the cell culture. 
30 In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO 1068 

polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO1068 antibody. 

In a further embodiment, die invention concerns a mediod of identifying agonists or antagonists of a 
native PRO1068 polypeptide, by contacting die native PRO1068 polypeptide witii a candidate molecule and 
monitoring a biological acuviQr mediated by said polypeptide. 
35 In a still furdier embodiment, die invention concerns a composhion comprising a PRO1068 polypeptide, 

OT an agonist or antagonist as hereinabove defmed, in combination widi a pharmaceutically acceptable carrier. 
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7s. fssnsss. 

AppUcants have identified acDNAdone (DNA59215-1425) that encodes a novel secreted polypeptide, 
deagnaied in Ibe present implication as ''PRO1066*. 

In one embodiment, the invention provides an isolated nucleic acid molecule conqirising DN A enco<HnB 

a PRO1066 polypeptide^ 

5 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence id^ 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identiqr, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1066 polypeptide having 
the sequence of ammo acid residues from about 1 or about 24 to about 117. indusive of IJignre 1^ 

NO:268). or (b) die conq»leinent of Ae DNA molecule of (a). 

10 In another aspect, the invention concerns an isolated nucleic acid motecule encodmg a PRO1066 

polypeptide comprishig DNA hybridiring to the complemem of the nucleic acid between about nucleoddes 176 
or about 245 and about 527, inchisive. of Figure 185 (SEQ ID NO:267). Preferably, hybridization occurs mider 
stringem hybridization and wash conditians. 

In a further aspect, the hwention concerns an isolated nucleic acid molecule comprising DNA havii« 

15 at least about 80% sequence identity, preferably at least about 85% sequence identity.^ 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same manire polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209961 
(DNA59215-1425). In a preferred embodiment, the nucleic acid comprises a DNA encodmg die same mamre 
polypeptide encoded by die human protcm cDNA in ATCC Deposit No. 209961 (DNA59215.1425). 

20 In stiU a further aspect, die invention amcems an isolated nucleic acid molecule comprismg DNA 

encoding a polypeptide having at least about 80% sequence idemity. preferably at least about 85% sequence 
idemity. more preferably at least about 90% sequence idemity. most preferably at least about 95% sequence 
idoitivro ielequ^ of amino acid residues 1 or aboit~24"to^t 1 17. iiWwWFipie 186 (SEQID 
NO:268). 

25 In a specifics^, die invention provides an isolated nudeic add molecutecon?»risingI^^ 

a PRO1066 polypeptide, with or wiflwui die N-tetmmal signal sequence and/or die initiating mcdiionine, or is 
complemematy to sudi encoding micldc acid molecule. The signal peptide has been temativdy idcmified as 
extending from about ammo acid position 1 to about ammo acid position 23 in die sequence of Figure 186 (SEQ 
. IDNO:268). 

30 In anodier aspect, die mvention concerns an isolated nucteic acid molecutecon^risinglWA^^ 

a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more preferably at 
least about 90% positives, most preferably at least about 95% positives when compared wifli die amino acid 
sequence of residues 1 or about 24 to about 117. mclusive of Figure 186 (SEQ ID NO:268). 

Anodicr embodimem is directed to fragments of a PRO 1066 polypeptide coding sequence diat may find 

35 use as hybridization probes. Sudi nucteic add fragments are from about 20 to about 80 nucleotides m Icngfli. 
preferably from about 20 to about 60 nucleotides in lengdi. more preferably from about 20 to about 50 
nucleotides m lengdi and most preferaWy from about 20 to about 40 nucleotides in lengdi. 
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In another embodiment, tbe invention provides isolated PRO1066 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1066 polypeptide, which m one 
embodiment, includes an amino acid sequence conqnising residues 1 or about 24 to about 117 of Figure 186 
(SEQ ID NO:268). 

5 In another aspea, the invention concems an isolated PRO 1066 polypeptide, comprising an anuno acid 

sequence having at least about 80% sequence identic, preferably at least about 85% sequence identic, more 
preferably at least about 90% sequence idendty, most preferably at least about 95% sequence idend^ to the 
sequence of amino acid residues 1 or about 24 to about 117, inclusive of Figure 186 (SEQ ID NO:268). 

In a further a^vect, the invention concerns an isolated PRO1066polypepti^^ comprisiqg an amino add 
10 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with die ammo acid sequence 
of residues 1 or about 24 to about 1 17, inchisive of Figure 186 (SEQ ID NO:268). 

In yet another aspect, the invention concems an isolated PRO 1066 polypq>tide, comprising tbe sequence 
of amino acid residues 1 or about 24 to about 117, inclusive of Figure 186 (SEQ ID NO:268), or a fragmem 
IS thereof sufficient to provide a bindii^ site for an anti-PRO1066 antibody. Preferably, the PRO1066 fragment 
retains a qualitative biological activity of a native PRO1066 polypeptide. 

In another aspect, the present invemion is directed to fragments of a PRO 1066 polypeptide which are 
sufScienUy long to provide an epitope against which an antibody may be generated. 

20 79. PR01184 

Applicants have identified a cDNA clone (DNA59220-i5 14) that encodes a novel secreted polypeptide, 
designated in the present application as "PROl 184". 

In one embodiment, the invention provides an isolated nucleic acid molecule conq>rising DNA encoding 
a PR01184 polypeptide. 

25 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 184 polypeptide having 
the sequence of amino acid residues from 1 or about 39 through 142 of Figure 188 (SEQ ID NO:270), or (b) 
the conq>lement of the DNA molecule of (a). 

30 In another aspect, the invention concerns an isolated nucleic acid molecule encodixig a PROl 184 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid at about residues 106 or 220 
through 531 of SEQ ID NO:269. In another aspect, the invention concems an isolated nucleic acid molecule 
encoding a PROl 184 polypeptide comprising DNA hybridizing to the complement of the nucleic of SEQ ID 
NO:269. Preferably, hybridzation occurs under stringent hybridization and wash conditions. 

35 In a further aspect, the invention concerns an isolated nucleic acid molecule con^nismg DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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e«»dlngfl«Minenu«xrepolypeiKideenoodedbytheh»^ ^ 

aiwfcrredembodtaiem. Ihe micldc acidcon^ 

fhe human protein cDNA in ATCC Deposit of DNA59220.1514. 

In stiU a fiirtier aspect, the invention concerns an isolated nudeic acid molecule comprishig DNA 
encodmg a polypeptide having at least about 80% sequewe iden^ 
5 identity, more preferably at least abom 90% sequence identity, most pref^^ 

identiiy to the sequence of amino acid residues 1 or about 39 through 142 of SEQ ro NO:^^ 
Inaspecific aspect, the invemionprovides an isolated nucleic ackl molecule comprise 

a PR01184 polypeptide, with or without the N-terminal signal sequence and/or the mitiating mediionine. and 
|«soh*levariants.oriscomplemeMaryto8uAanencodingm«leicacidmolecule. The signal peptide has been 
10 tentatively idemified as cxiendh«fhm ammo acid position 1 to about amh^ 

NO:270. 

In anodier aspect, the invention concerns an isolated miclcic acid molecule comprising DNA encoding 
a polypeptide scormg at least about 80% positives, preferably at least about 85% positives, more preferably at 
least about 90% positives, most preferably at least about 95% positives when compared with t^ 

15 sequence of residues lor about 39 dirough 142 of SEQ ID NO:270. 

Another embodiment is directed to fragments of a PRO 1 1 84 polypeptide coding sequence dM^ 
as hybridization probes. Such mu:lek: ackl fragments are from abom 20 to about 80 mKdeotides m lengto^ 
preferably ftom about 20 to about 60 micteotides in length, more preferably from about 20 to about 50 
nucleotides m lengdi and most preferably from about 20 to about 40 nucleotides in length. 
20 In another embodiment, the invention provides isolated PR01184 polypeptide encoded by any of the 
isolated nucleic acid sequences hereniabove identified. 
inas pecific as pect, the nwemionptovides isol ated nati vesequencePR0118 4pol^ 

embodimem. indudes an amino acid sequence comprishig residue 1 or abom 39 through l^^ 
NO:270. 

25 hi another aspect, the invention concerns an isolated PROl 184 polypeptide, comprising an amino acid 

sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence idemity. more 
preferably at least about 90% sequence idemity. most preferably at least about 95% sequence idemity to the 
sequence of amino acid residues 1 or abom 39 tiHough 142 of SEQ ID NO:270. 

In a fiirther aspect. d>e invention concerns an isolated PRO 1 1 84 polypeptide , comprismg an amim> acid 
30 sequence scoring at least about 80% positives, preferably at least about 85% posWves. more preferably a least 
about 90% positives, most preferably at least about 95 % positives when compared with die ammo acid sequence 
of residues 1 or about 39 through 142 of SEQ ID NO:270. 

Inyetanotheraspect, the mvemion concerns an isolated PROl 184 polypeptide, comprising die sequence 
ofamhK>acidresidueslorabout39throughl42ofSEQlDNO:270.orafhigmentthe^ 
35 abindmgsiteforananfi-PROimantibody. Preferably, the PROl 184 fragmemretams a qualitative biological 
activity of a native PR01184 potypeptide. 
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In another aspect, the present invention is directed to fragments of a PROl 184 polypeptide which are 
sufficiently long to provide an epitc^ against which an antibody may be generated. 

80. moim 

A cDNA clone (DNA59488-I603) has been identified that encodes a novel polypeptide designated in 
5 the present application as ''PRO1360. " 

In one embO(timent, the invention provides an isolated imcleic acid molecule conqnrising DN A encoding 
a PRO1360 polypeptide. 

In one aspect* the isolated nucleic acid comprises DNA having at least about 80% sequence identily, 
preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 

10 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1360 polypeptide having 
the sequence of amino acid residues from about 30 to about 285, inclusive of Figure 190 (SEQ ID NO:272), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1360 
polypeptide comprising DNA hybridizing to the complement of the niicleic acid between about residues 140 and 

IS about 908, indusive, of Figure 189 (SEQ ID NO:271). Preferably, hybridization occurs under stringem 
hybridization and wash conditiois. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity* most preferably at least about 95% sequence identity to (a) a DNA molecule 

20 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203157 
(DNA59488-1603), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203157 (DNA59488-1603). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 30 to about 285, inclusive of Figure 190 (SEQ ID 
NO:272), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

30 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringem conditions with (a) a DNA molecule encoding a PRO1360 polypeptide having die sequence of 
amino acid residues tom about 30 to about 285, inclusive of Figure 190 (SEQ ID NO:272), or (b) die 
conq>lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 

35 preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, die invention concerns an isolated nucleic acid molecule con^msing (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
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prefen*ly at least abow 90% posith«. nM«t pieferably 

amino acid sequrace of rtsiduM 30 to about 285. inclusive of Figure 190 (SEQ ID NO:272). or (b) the 

complement of *e DNA of (a). 

Anotlier embodiinem is directed to fraginents of a PRO 1 360 polypeptide codta^ 

use as hybridization probes. Such lUMdeic add ftagments are from about 20 to abom 80 mideotid« 

5 prefen*ly fhm about 20 to dwut 60 nudeotides in length, more pref^^ 

nudeotides in lenglh, and most preferably ftom about 20 to srtwM 40 nudeotides m 

In another embodiment, the invention provides isolated PRO1360 polypeptide encoded by any of the 

isolated nuddc acid sequences bernnabove defined. 

In a specific aspert. the nwentionprovides isolatednative sequence PRO1360pdypeptid^ 

10 embodiment, includes an amino add sequence comprishig residues 30 through 285 of Figure 190 (SEQ ID 

NO:272). 

In another aspect, the invention conceins an isdated PRO1360 polypeptide, comprising an amin^ 
scq«Mce having at least about 80% sequence identity, preferably at least about 85% sequence identhy. mote 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence idemhy to the 
15 sequence of ammo acid residues 30 to about 285. mdnsive of Figure 190 (SEQ ID NO:272). 

Inafurther aspect, the hivendonconceins an isolated PRO 1360 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amii» acid sequence 

of residues 30 tiirough 285 of Figure 190 (SEQ ID NO:272). 
20 inyetanotiieraspect.theinventionco««tnsanisolatedPR01360polypepiide.coniprisingthes«^ 

of imiino acid residues 30 to about 285. todusive of Figure 190 (SEQ ID NO:272). or a fragment theroof 

.n pn^vide a binding site far an ami-PRO1360 antibody. Pre ferably, the PRO1360 fragment retams 

a qualitative biological activity of a native PROI360 polypqwide. 

In a stiU fimher aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
25 molecule muier stringent conditions with (a) a DNA mdetule encoding a PRO1360 polypeptide having tiie 
sequence of amuK) acid residues from about 30 to abort 285, indusive of Figure 190 (SEQ ID NO-^^^^ 

tfve complement of the DNA molecule of (a), and if titt test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culmring a host cdl comprismg 

30 the test DNA molecule under conditions suitable for expression of die polypeptide, and (in^ recovering the 
pdypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and amagonists of a native PRO1360 
polypeptide. In a particular embodiment, the agonist or antagonist is an anu-PRO1360 antibody. 

In a further embodhnem, 6» invention concerns a metiiod of identifying agonists or antagonists of a 

35 native PRO1360 polypeptide, by contacting die native PRO1360 polypeptide widi a candidate molecule and 
monitoring a bidogical activity mediated by said p<rfypeptide. 
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In a still further embodunent, the invention concems a composition comprising a PRO1S60 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmac emically acceptable carrier. 

81. msam 

A cDNA clone (DNA59493-1420) has been identified that encodes a novel secreted polypeptide, 
5 designated in the present plication as 'PRO1029'. 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DN A encodiqg 
a PRO 1029 polypeptide. 

In one aspea, the isolated nucleic acid con^xrises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 

10 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1029 polypeptide having 
die sequence of amino acid residues fiom about 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID 
NO:274), or (b) the coIx^^ement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1029 
polypeptide con^nising DNA hybridizing to the conq>lement of the nucleic acid between about nucleotides 39 

15 or about 96 and about 296. inclusive, of Figure 191 (SEQ ID NO:274). Preferably, hybridizaticm occurs under 
striogent hybridization and wash conations. 

In a further aspect, the invention concems an isolated nucleic acid molecule conqprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

20 encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203050 
(DNA59493- 1420) or (b) die con^lemcnt of the nucleic acid molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203050 (DNA59493-1420). 

In still a funher aspect, die invexuion concerns an isolated nucleic acid molecule conqnising (a) DNA 

25 encoding a polypeptide havmg at least about 80% sequence identicy, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identi^, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID 
NO:274), or 0>) die con^ilement of die DNA of (a). 

In a fimher aspect, die invention concems an isolated nucleic acid molecule having at least 10 

30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1029 polypeptide having die sequence of amino acid residues from 1 or about 20 to 
about 86, inclusive of Figure 192 (SEQ ID NO:274), or (b) die complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 

35 identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule conqnising DNA encoding 
a PRO1029 polypeptide, with or widiout the N-terminal signal sequence and/or die initiating mediiomne, or is 
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coinplemamuyH) such encoding nucleic acid iM The signal peptide has been tentatively identified as 
extending from about ammo acidpoatirai 1 to about amino acid position 19 in the sequence of Figure 192 (SEQ 
n> NO:274). 

In anc^er tepeci, flie invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodiiig a potypeptide scoring at least about 80% positives, preffarabty at least about 85% positives, mMe 
5 preferably at least about 90% positives, most preferably at least about 95 % positives when compared widt the 
amino acid sequence of lesidues 1 or about 20 to about 86, inclusive of Rgure 192 (SEQ ID NO:274), or (b) 

tite con^lement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1029 polypqrtide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
10 preferably fmm about 20 to about 60 nucleotides in lengdi. more preferably Atom about 20 to about 50 
nucleotides in length and most prcferabty from abom 20 to about 40 nucleotides hi lengdi and may be derive 

from the nucleotide sequence shown m Figure 191 (MQ ID NO:273). 

In anodier embodiment, die invention provides isolated PRO 1029 polypeptide encoded Iqr aiy of the 
isolated Dudeic add sequences heremabove identified. 
15 In a specific aspect, die uwainon provides isolated native sequence PRO1029 polypeptide, v*ich m 

certain embodiments, inchides an ammo acid sequence comprising residues 1 or about 20 to dwut 86 of Figure 
l92(SEQlDNO:274). 

In anodier aq>ect. die nivendon concerns an isolated PRO1029 polypqxide. comprising an amino add 
sequence having at least about 80% sequence identic, preferably at least about 85% sequence identity, more 

20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of anuno acid residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID NO:274). 

In a fiirdier aspect, die inventiro concerns an isolated PRO 1029 polypeptide, convrismg an amino acid 
sequ^ scoring at least abow80% positives, preferably at le^ about 85%Mti^riSbi^«w*ly « >east 
about 90% positives, roost preferably at least about 95% positives when compared widi die ammo acid sequence 

25 of residues 1 or about 20 to about 86. indusive <rf Figure 192 (SEQ ID NO:274). 

Inyet anoflier ^spect, die inventionconcems an isolated PRO1029 polypeptide, comprismg die sequence 
of amino acid residues 1 or about 20 to about 86. indusive of Figure 192 <SEQ ID NO:274). or a fragmem 
diereof sufRdem to provide a Wndmg site for an anti-PRO1029 antibo<ty. Preferably, die 1*01029 fragmem 
retains a qualitative tnological activity of a native PR01(K9 polypeptide. 

30 In a stiU fiirther aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringem conditions widi (a) a DNA molecule encoding a PRO1029 polypeptide having die 
sequence of amino acid residues from about 1 or about 20 to about 86. indusive of Figure 192 (SEQ ID 
NO:274). or (b) die complemcm of die DNA mdecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity. preferaWy at least about an 85% sequence identity, more preferrfity « « 

35 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), <ii) culturii« a host 
cell cranprismg die test DNA mdecule under condhions suitable for expression of die polypqrtide. and (iu) 
recovering die polypqxide from die cell culture. 
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82. msnm 

Applicants have identified a novel cDNA clone (DNA59497-1496) that encodes a novd human protein 
originaUy designated as PR01139. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identiQr to (a) a DNA molecule 
encoding a PR01139 polypeptide having the sequence of amino acid residues from about 29 to about 131 of 
Figure 194 (SEQ ID NO:276), or (b) the complement of the DNA molecule of (a). 

In another embodiment, the invention concerns an isolated nucleic acid molecule conqirismg DNA 
hybridiung to die complement of die polynucleotide sequence between about residues 80 and 391 , inch>sive, of 
Figure 193 (SEQ ID NO:275). Preferably, hybridization occurs under stringent hybridizadoa and wash 
ccmditions. 

In a further embodimentt the invendon concems an isolated nucleic acid molecule comprising DNA 
having at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, most preferably at least about 95% sequence identhy to (a) a DNA 
molecule encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 
209941 (DNA59497-1496). In a preferred embodiment, die nucleic acid comprises a DNA encoding die same 
mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209941 (DNA59497-1496), 

In a still further embodiment, the invention concerns an isolated nucleic acid molecule comprismg DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of ammo acid residues from about 29 to about 131 of Figure 194 (SEQ ID NO:276). 

In a specific embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a native or variant PR01139 polypeptide, witii or witiiout die N-terminal signal sequence, and widi 
or widtout die transmembrane regions which have been identified as stretching from about amino acid position 
33 to about amino acid position 52; from about amino acid position 7 1 to about amino acid position 89; and from 
about amino add position 98 to about amino m:id position 120, respectively of die amino acid sequence of Figure 
194, SEQ ID NO:276. In one aspect, die isolated nucleic acid comprises DNA encoding a mamre, fuU-lengtii 
native PR01139 polypeptide having amino acid residues 1 to 131 of Figure 194, SEQ ID NO:276. or is 
complementary to such encoding nucleic acid sequence. 

In anodier embodiment, die mvention concerns an isolated nucleic acid molecule con^rising DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared widi die 
amino acid sequence of residues from about 29 to about 13 1 of Figure 194 (SEQ ID NO:276). 

In anodier embodiment, die invention provides isolated PR01139 polypeptides. In particular, die 
invention provides isolated native sequence PROl 139 polypeptide, which in one embodimem, indude die amino 
acid sequence con^irismg residues 29 to 131 of Figure 194 (SEQ ID NO:276). The invention also provides for 
variants of die PROl 139 polypeptide which arc encoded by any of die isolated nucleic acid molecules 
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hereinabove defined. Specific variants include, but are not limited to, deletion (truncated) variants of the full- 
length native sequence PR01139 which lack the N-tenninal signal sequence and/or have at least one 
transmembrane domain deleted or inactivated. The variants specifically include variants of the full-length mature 
polypeptide of Figure 194 (SEQ ID NO:276) in which one or more of the transmembrane regions between amino 
acid residues 33-52, 71-8, and 98-120, reapecdvety have been deleted or inactivated, and which may additionally 

5 have the N-terminal signal sequence (ammo add residues 1-28) and/or the initiating mediionine deleted. 

In a further embodiment, the invention concerns an isolated PRO 1 1 39 polypeptide, conq>risii^ an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at 
least about 90% positives, most preferably at least about 95% positives when con^Kired with die ammo acid 
sequence of residues from about 29 to about 131 of Figure 194 (SEQ ID NO:276). 

10 In yet another aspect, the invention concerns an isolated PRO 1 1 39 polypeptide, comprising die sequence 

of amino acid residues 29 to about 131, inchisive of Figure 194 (SEQ ID NO:276) or a fragment thereof 
sufficient to provide a binding site for an anti-PR01139 antibody. Preferably, the PR01139 fragmem rctams 
a qualitative biological activity of a native PROl 139 polypeptide. 

In yet another embodiment, die invention concerns agonists and antagonists of die a native PR01139 

IS polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 139 antibody. 

In a fimher embodiment, die inventicm concerns screening assays to identify agonists or antagonists of 
a native PROl 139 polypeptide. 

In a still furdier embodiment, the invention concerns a composition comprising a PROl 139 polypeptide 
(including variants), or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically 

20 acceptable carrier. 

The invention also concerns a method of treating obesity comprising administering to a patient an 
effective amount of an antagonist of a PROl 139 polypeptide. In a specific embodiment, die antagonist is a 
blocking amibody specifically binding a native PROl 139 polypeptide. 

25 83, PR013Q9 

A cDNA clone (DNA59588-1571) has been identified diat encodes a novel polypeptide having leucine 
rich repeats and designated in die presem ai^Iication as *PRO1309.*' 

In one embodiment, die invention provides an isolated nucleic acid molecule oomprisii^ DNA encoding 
a PRO1309 polypeptide. 

30 In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1309 polypeptide havii^g 
the sequence of amino acid residues from about 35 to about 522, inclusive of Figure 196 (^Q ID NO:278), or 
(b) die complement of die DNA molecule of (a). 

35 In another aspect, the mvention concerns an isolated nucleic acid molecule encodiiig a PRO1309 

polypeptide comprising DNA hybridizing to die con4)lement of die nucleic acid between about residues 822 and 
about 2285, iiwrlusive, of Figure 195 (SEQ ID NO:277). Preferably, hybridization occurs under strii^em 
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hybridization and wash conditions. 

In a fimher aspect^ the invention concerns an isolated nucleic acid molecule con^nising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203106 

S (DNA59588-1571),or(b)theconq}lementoftfaeDNAmoleculeof(a). In a prefierred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203106 (DNA59S88-1571). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 

10 idemity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequmce 
identity to the sequence of ammo acid residues from about 35 to about 522, inclusive of Figure 196 (SEQ ID 
NO:278), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 

15 under stringent conditions with (a) a DNA molecule encoding a PRO1309 polypeptide having tht sequence of 
amutt> acid residues from about 35 to about 522, inchisive of Figure 196 (SEQ ID NO:278), or (b) the 
conq>lement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence ictentiiy , 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. . 

20 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO 1309 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is conq>lementaty to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from anuno acid position 
1 through about amino acid position 34 in the sequence of Figure 196 (SEQ ID NO:278). The transmembrane 

25 domain has been tentatively identified as extending firom about amino acid position 428 through about amino acid 
position 450 in the PRO1309 amino acid sequence (Figure 196, SEQ ID NO:278). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 

30 amino acid sequence of residues 35 to about 522, inclusive of Figure 196 (SEQ ID NO:278), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1309 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

35 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the mvention provides isolated PROt309 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 



182 



WO99/63088 PCr/US99/12252 

Inaspcdfteaspett.theim«mioni«ovidesisolaw^ 
cntfHxJimcm. imiudes an axnuK, add seq^ 
NO:278). 

In another aspect, the iiweiidOT coi«nis an isolaied PROl 309 ^ 

sequence having at least about 80% sequence identity. l«cf^ 
5 preferably at least about 90« sequence identity, most preferably at least abo« 95% s^^ 

«,p««e of ammo acid residues 35 to about 522. inctasive of Figure 196 (SEQ ro 
Inafimher aspect, the invention concerm an isolated PRO1309polypeptW^ 
sequence scoring at least about m positives . pn:fer*ly at least about 85 % pos^ 
about 90% positives, most preferably at least about 95%positives when compared wiA the a^ 

10 of residues 35 through 522 of Figure 196 (SEQ ID NO:278). 

Inyetano«heraspect.thcinventionconceinsanisolatedPROl309polypeptide.comprisi^ 

of amino acid residues 35 to about 522. inchisive of Rguie 196 (SEQ ID NO:278). or a fragmem thereof 
sufBcicnt.oprovideabindmgsiteforananti-PRO1309amibody. Preferably, the PRO1309 ftagmem letains 

a qualitative biological activity of a native PRO1309 polypeptide. 
15 In a stiU further aspect. ti»einveMion provides a polypeptide produced by (i)hyhri 

oMlecule under stringem conditions with (a) a DNA molecule encoding a PRO1309 polypi 

sequence of amino add residues ftomdKH« 35 to about 522. inclusive of Figure 

U« comiriemem of ti« DNA molecule of (a), and if fl« test DNA molecule has at least abom an 80% sequence 

idemiiy . preferably at least about an 85 % sequence idemity . more preferably a. least about a 90% sequence 
20 identity.mostpreferablyatleastaboma95%sequenceidentityto(a)or(b).(ii)culmri^ 

UK test DNA molecule under conditions sdtable for expression of the polypeptide, and (iu) recovering ibt 

pohrpe ptide from the cell culmre. 

In yet anotiier embodiment, the invemion concerns agonists and anlagonists of a nafiVe PRO1309 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1309 antibody. 
25 In a furttierembodimeM. the invemion concerns a method of identifying agonists or antagonisB 

native PRO1309 polypeptide, by contacting the native PRO1309 polypeptide with a candidate molecule and 
mMiitoring a Iriolo^ activity mediated by said polypeptide. 

In a StiU fiirthcr embodimem. the invention concerns a composition comprising a PRO 1309 polypeptide, 
or an agonist or antagonist as hereniabove defined, in combination widi a phannaceutically acceptable carrier. 

30 

84. PR01<I28 

Applicants have identified a cDNA done ti>at encodes a secreted novd polypeptide, wherein die 

polypeptide is designated in die present application as •PRO1028". 

Inone embodimem. dieinventionprovidesanisobtedmKleic acid molecule comprising DNAo 

35 a PRO1028 polypeptide, in one aspect, the isotatcd nodeic acid comprises DNA encoding the PRO1028 
polypeptide having ammo arid residues I tiirough 197 of Figure 198 (SEQ ID NO:281). or is complememary 
„ sudt encoding nudcic acid sequence, and remains stably bouml to it under ai least modera^ 
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under high stringency conditions. The isolated nucleic acid sequence msy comprise the cDNA insen of the 
vector deposited on June 9» 1998 with the ATCC as DNA59603.1419 which includes the nucleotide sequence 
encoding PRO1028. 

In another embodinaent. the invention provides isolated PR01Q28 polypeptide. In particular, the 
invention provides isolated native sequence PRO 1028 polypeptide , which in one embodiment, inchides an amino 
5 acid sequence comprising residues 1 through 197 of Figure 198 (SEQ ID NO:281). Optionally, the PRO1028 
polypeptide is obtained or is obtaimible by expressing the polypeptide encoded by the cDN A insert of die vector 
deposited on June 9, 1998 witii the ATCC as DNA59603-1419. 

85. SBQl&SZ 

10 A cDNA clone (DNA59605-1418) has been identified, havmg a type II fibronectin collagen-bmdh^ 

domain that encodes a novel polypeptide, designated m the present aiplication as *'PRO1027." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1027 polypeptide. 

In one aspect, the isolated mideic acid comprises DNA having at least about 80% sequence identity, 
15 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1027 polypeptide having 
the sequence of amino acid residues from about 1 or 34 to about 77, inclusive of Figure 200 (SEQ ID NO:283), 
or (b) tiie complement of tiie DNA molecule of (a). The term "or" as used herein to refer to anuno or nucleic 
acids is meant to refer to two alternative embodiments provided herein, i.e., 1-77, or in another embodiment, 
20 34-77. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1027 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 31 or 
130 and about 261, inclusive, of Figure 199(SEQIDNO:282). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

25 hi a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about. 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203005 
(DNA59605-1418), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die nucleic 

30 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203005 (DNA59605-1418). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

35 identity to die sequence of aniino acid residues from about 1 or 34 to about 77, inclusive of Figure 200 (SEQ 
ID NO:283), or the complement of the DNA of (a). 
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complememoftiieDNAof(a). 
NO*283) 

to a««hcr aspect, to l«vemion concern an 
^ havingmleastaboutm sequence idemhy. preferably a. leas, about 85% sequcm. identhy. n«« 
^^at.eastaba«t90% seq«^idc«ity. nK«tprefcraMy at .east about S«% sequence K.e««y to the 
20 L^encecfan^acidresidueslorMtoaboatTT.indusiveofFi^ 

to a furtto aspect . the invention concerns an isolated PRO 1027 polyp^^ ^ 

ac4i««~ — e ^ i.._^„„.,oroa with the amino acid sequence 
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sMuence scoring ariea5iauuuiw/»i«'«-^^ — ~ 

positives. n.ostprefer.blyMleast^9S%positiveswhenco^^^ 

ofiesidueslor34tteough77ofFiguie200(SEQlDNO:283). 

- to a stiU further aspect, .lie invention provides a polypeptide produced by W 

^lecule under stringent condi^on, with (a) a DNA molecule encoding a PROIC^ ""J^^ 

seqoenceofant^acidresidues fto. about 1 or 34 to about 77. inclusive of figure 200 (SEQ ID N0.2«)^ 

or (b) the conipleo^m of the DNA n^lecule of (a), and if tl« test DN A n^lecule ^ 

sequence identity, preferably at least about an 85% sequence identity. nK« preferably at »east *o«t a 90% 

seq«enceidenti,y.mostpreferablyatleastabouta95%sequenceidem^^ 

compri^ng the test DNA molecule under conditions suitable for expression of d« polypeptnlc. and (ta) 
recovering the polypeptide from the ceU culture. ^«p„ni027 

to yet another embodiment, the invention concerns agonists and antagomsB of the a native PRO1027 
pdypepddeMnaparticularembodiment..heagonistoran.agonistisanand.PRO1027^ 

to a further embodiment, .he invemion concenu a method of identify^ 
nadve PRO1027 polypeptide, by contacting the native PRO1027 polypeptide with a candidate moU«ule «»1 
monitoring a biological activity mediated by said polypeptide. 
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In a still further embodiment, the invention concerns a composition comprising a PR01QZ7 polypq>tide» 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

86. fRQUOT 

Ai^licants have identified a cDN A clone that encodes a novel polypeptide having sequence identity with 
5 PC-1 , wherein the polypeptide is designated in the present application as "PROl 107*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PROl 107 polypeptide, in one aspect, die isolated nucleic acid comprises DNA encodii^ the PROl 107 
polypeptide having amino acid residues 1 through 477 of Figure 202 (S£Q ID NO:285), or is conq>lenientaiy 
to such encoding nucleic acid sequence, and remains stably bound to it under a least moderate, and optionally, 
10 under high stringency conditions. In other aspects, the isolated nucleic acid conqyrises DNA encodiqg the 
PROl 107 polypeptide having amino acid residues about 23 througji 477 of Figure 202 (SEQ ID NO:285) or 
amino acids about 2 or 23 through 428 ± 5 of Figure 202 (SEQ ID NO:285), or is complementary to sudi 
encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under 
high stringency conditions. The isolated nucleic acid sequence may conqnise the cDNA insen of the 
15 DNA59606-1471 vector deposited on June 9, 1998 with the ATCC, which includes die nucleotide sequence 
encodix^ PROl 107. 

In another embodiment, the invention provides isolated PROl 107 polypeptide. In particular, the 
invention provides isolated native sequence PROl 107 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 through 477 of Figure 202 (SEQ ID NO:28S). Additional embodiments 
20 of the presem invention are directed to PRO J 107 polypeptides comprising amino acids about 23 dirough 477 of 
Figure 202 (SEQ ID NO:285) or amino acids about 1 or 23 through 428 ± 5 of Figure 202 (SEQ ID NO:285). 
Optionally, die PROl 107 polypeptide is obtained or is obtamable by expressing die polypeptide encoded by die 
cDNA insert of the DNA59606-1471 vector deposited widi die ATCC on June 9, 1998. 

25 87. EBQim 

Applicants have identified a cDNA clone, DNA59607-1497, that encodes a novel muld-span 
transmembrane polypeptide wherein the polypeptide is designated m die present application as "PROl 140". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprisii^ DNA encoding 
a PROl 140 polypq>tide. 

30 In one aspect, die isolated nucleic acid con^n-ises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, and most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 140 polypeptide having 
die sequence of amino acid residues from 1 to about 255, inclusive of Figure 204 (SEQ ID NO:287), or (b) die 
complement of die DNA molecule of (a). 

35 In anodier aspect, the invention concerns an isolated nucleic acid molecule encodmg a PROl 140 

polypeptide comprising DNA diat hybridizes to die complement of the nucleic acid sequence having about 
residues 210 to about 974, inclusive of Figure 203 (SEQ ID NO:286). Preferably, hybridization occurs under 
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stringent l^bridization and wash conditions. 

In a fiinher aspect, the invention concerns an isolated nucleic add molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, and most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209946 
(DNA596a7-1497). which was deposited on June 9, 1998, or (b) the complement of the DNA molecale of (a). 
In a preferred embodiment, the nudeic acid comprises a DNA molecule encoding the same mamre pdyp<^ 

encoded by the human protein cDNA in ATCC Deposit No. 209946 (DNA59607-1497). 

In a still fiJtAer aspect, die invention amcems an isolated nndeic add molecute convriang DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
> identliy , more preferably at least about 90% sequence identity, and most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 to about 255. inclusive of Figure 204 (SEQ ID NO:287). 

In a ^ific aspect, the invention provides an isolated nudeic acid molecule comprismg DNA encoding 
a PRO1140 extraceUular domam (ECD). witii or vrithout the initiating methiwrine. and hs soluble variants (i.e. 
transmembrane doniain(8) deleted or inactivated) or is complementary to such encoding nudeic add molecule. 
5 Referring to flu: PR01140 ammo acid sequence (SEQ ID NO:287) shown in Figure 204. transmembrane domain 
regitms have been tentativdy identified as extending from about amino acid positions 101 to about 118, about 
141 to about 161. and from about 172 to abcot 191. 

In another aspect. ti»e invention concerns an isolated nudeic acid molecule conqwising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, and most preferably 
at least about 95% positives when compared wid» die amino acid sequence of residues 1 to about 255. inchisive 

of Figure 204 (SEQ ID NO:287). 

Another embodimem is directed to fragments of a PRO U 40 polypeptide coding sequence tiiat may fmd 

~' use^^rWdizati^prob^liichmid^ 

prefcnibly from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides to lengUi. and most preferably from about 20 to about 40 nucleotides in length. 

In anoflier embodimem. the invention provides isolated PROl 140 polypeptide encoded by any of d»e 
isolated nucleic acid sequences hereinabove i dentifi e d . 

Inaspecific aspect, fte mvention provides isolated native sequence PROl 140p<*TJqitide. which in one 
embodfanem. includes an annno acid sequence comprising residues 1 to 255 of Figure 204 (SEQ ID NO:287). 
30 In anodier aspect, die invention concerns an isolated PROl 140 polypeptide, comprising an amino add 

sequence having at least abo« 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, and most prefferaMy at least about 95% sequence identity to die 
sequence of amino arid residues 1 to 255, indusive of F«ure 204 (SEQ ID NO:287). 

In a further aspect, die mventionconccms an isolated PROl 140polypeptide. comprising an amino add 
35 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, and most preferably at least about 95% positives when compared witii die amino add 
sequence of residues 1 to about 255 of Figure 204 (SEQ © NO:287). 
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In another aspect, the invention concenis a PROl 140 extraceUuIar domain comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identic, moic 
preferably at least about 90% sequence identiQr, and most preferably a least about 95 % sequence identity to the 
sequence of amino acid residues 1 to X of Figure 204 (SEQ ID NO:287), wherein X u 
residues % to 105 of Figure 204 (SEQ ID NO:287). 

5 In yet another aspect, the invention concerns an isolated PROl 140 polypeptide, comprising the sequence 

of ammo acid residues 1 to about 255, inclusive of Figure 204 (SEQ ID NO:287), or a fragment thereof 
sufficient to provide a bhiding site for an anti-PROl 140 antibody. Preferably, die PRO1140 fragment retains 
a qualitative biological activity of a native PROl 140 polypeptide. 

In another aspect, the present invention is <nrectcd to fragments of a PRO1140 polypeptide which are 

10 sufficientiy long to provide an epitope against whidi an antibody may be generated. 

88. £BQlIfi6 

Applicants have identified a cDN A clone that encodes a novel polypeptide having sequence identity widi 
a peroxisomal calcium-dependent solute carrier, wherein the polypeptide is designated in the present application 
15 as "PRO1106". 

In one embodiment, the invention provides an isolated nucleic acid molecule conq>rising DNA encodmg 
a PROl 106 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the PROl 106 
polypeptide having amino acid residues I through 469 of Figure 206 (SEQ ID NO:289), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optiaiaUy . 
20 under high stringency conditions. The isolated nucleic acid sequence may comprise die cDNA insert of the 
DNA59609-1470 vector deposited on June 9, 1998 with the ATCC. which includes the nucleotide sequence 
encoding PROl 106. 

In another embodiment, the invention provides isolated PROl 106 polypeptide. In particular, the 
invention provides isolated native sequence PROl 106 polypeptide, which in one embodiment, includes an amino 
25 acid sequence comprising residues 1 through 469 of Figure 206 (SEQ ID NO:289). Optionally, the PROl 106 
polypeptide is obtained or is obtainable by expressing die polypeptide encoded by the cDNA insert of die 
DNA59609-1470 vector deposited widi die ATCC on June 9, 1998. 

89. PR01291 

30 A cDNA clwie (DNA59610-1556) has been identified, having homology to nucleic acid encoding 

butyrophilin tiiat encodes a novel polypeptide, designated in the present application as •PR0129r. 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01291 polypeptide. 

In one aspea, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
35 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01291 polypeptide having 
die sequence of amino acid residues from about 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID 
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NO:291), or (b) Ae complemeiit of Ac DNA molecule of (a). 

In anodKT aspect. *e inventkm concerns an isolated mKlek acid molecule oicoding a PR01291 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 61 
or about 14S and about 906. inclusive, of Figure 207 (SEQ ID NO:290). Preferably, hybridization occurs under 
stringisnt hybridization and wash conditions. 

In a furdier aspect, the invention concerns an Isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, prefisrably at least abom 85% sequence identity, more preCerabfy at least 
about 90% sequence identity, most preferabty at least about 95% sequence identity to (a) a DNA mdecule 
encoding the same mature polypeptide encoded l>y the human protein cDNA in ATCC DqxaU No. 209990 
(DNA59610-1556) or (b) the complemem of die nucleic acid molecule of (a). In a preferred embodimem, die 
nucleic acid comprises a DNA encoding dw same mamre pofypeptide encoded by die human pnnan cDNA in 
ATCC Deposit No. 209990 (DNA59610-1556). 

In still a further aspect, die htvention concerns an isolated nucleic acid molecule ccmiprismg (a) I»IA 
encoding a polypeptide having at least about 80% sequence identity, preferahfy at least about 85% sequence 
identity, more preferabty at least about 90% sequence identity, most preferabty at least about 95% sequence 
identity to die sequence of ammo acid reridues 1 or about 29 to aSooat 282. inclusive of Figure 208 <SEQ ID 
NO:291), or (b) the complemem of the DNA of (a). 

In a fimher aspect, die invention crancems an isolated nucleic acid molecule havii« at least 10 
nucleotides and produced by Itybridizing a test DNA molecule under stringem conditions witii (a) a DNA 
molecule encoding a PR01291 polypeptide having die sequence of amino acid residues from I or about 29 to 
about 282. inclusive of Figure 208 (SEQ ID NO:291). or (b) die complemem of die DNA molecule of (a), and. 
if die DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, mote preferably at least about a 90% sequence identity, most preferabty at least about a 95% sequence 



identity to (a) or (b). isolating die test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule conqirising DNA encodii« 
a PR01291 polypeptide, widi or widwut die N-terminal signal sequence and/or die initiating meduonine. and 
its soluble, i.e.. transmembrane domain deleted or inactivated variants, or is conqilementaiy to such encoding 
nudeic acid molecule. The signal peptide has been tentativcty identified as extending from about amino acid 
position I toabomaminoacidposition28indiesequem»of Figure 208 (SEQ ID NO:291). The transmembrane 
domain has been tcmativety identified as extending from about amino acid position 258 to about amino acid 
position 281 in die PR01291 amino acid sequence (Figure 208. SEQ ID NO:291). 

In anodier aspect, die invention ctHiceins an isolated nucleic add mdecule conqirish^ (a) DNA 
encoding a polypqitide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferabty at least about 90% positives, most preferabty at least about 95% positives when compared widi die 
amino acid sequence of residues 1 or about 29 to about 282. inclusive of Figure 208 (SEQ ID NO:29l). or (b) 
the complement of the DNA of (a). 

Anodier embodiment is directed to fragmentsof a PR01291 polypqwide coding sequence diat may fmd 
use as hybridization probes. Such nucleic acid fragments are fiiom about 20 to about 80 nucleotide in lengdi. 
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preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown m Figure 207 (SEQ ID NO:290). 

In another embodiment, the mvention provides isolated PR01291 polypeptide encoded by any of die 
isolated nucleic add sequences hereinabove identified. 
5 In a specific aspect, the invention provides isolated native sequence PR01291 polypeptide, whidi m 

certain embodiments, mcludes an amino acid sequence comprising residues 1 or about 29 to about 282 of Hgure 
208 (SEQ ID NO:291). 

In anodier aspect, the invention concerns an isolated PR01291 polypeptide, comprismg an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 

10 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or about 29 to about 282. inclusive of Figure 208 (SEQ ID NO:291). 

In a further aspect, the invention concerns an isolated PR01291 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared widi the amino add sequence 

15 of residues 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID NO:291). 

In yet another aspect, the invention concerns an isolated PR01291 polypeptide, comprising the sequence 
of amino acid residues 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID NO:291), or a fragment 
thereof suffident to provide a binding site for an anti-PR01291 antibody. Preferably, the PR01291 fragment 
retains a qualitative biological activity of a native PR01291 polypeptide. 

20 In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under strir^gent conditions with (a) a DNA molecule encoding a PR01291 polypeptide having the 
sequence of ammo acid residues from about 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID 
NO:291), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 

25 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell conQ>rising the test DNA molecule under conditions suitable for ejq>ression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention coiK^ms agonists and antagonists of a native PR01291 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01291 antibody. 

30 In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PR01291 polypeptide by contacting the native PR01291 polypeptide with a candidate molecule and 
monitoring a biological activi^ mediated by said polypq>tide. 

In a still further embodiment, the invention concemsacon^x)siiioncomprisingaPR01291 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

35 
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In a further aspect, the invention concerns an isolated nucleic acid noolecule compristi^ DNA having 
at least about 80% sequence identity* preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203007 
(DNA59613-1417), or (b) the complement of the DNA molecule of (a). In a preferred embodinsent, the nucleic 
5 acid comprises a DNA encoding the same manire polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203007 (DNA59613-1417). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polype{^de having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
10 identity to the sequence of anuno acid residues from about 1 or 26 to about 237, inclusive of Figure 212 (SEQ 
ID NO:295), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO1026 polypeptide 
having the sequence of amino acid residues from about 1 or 26 to about 237, inclusive of Figure 212 (SEQ ID 
IS NO:295), or (b) the complemem of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at lea^ about a 95% sequence identity to (a) or (b), isolating the test DNA 
molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisipg (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
anuno acid sequence of residues 1 or 26 to about 237, inclusive of Figure 212 (SEQ ID NO:295), or (b) the 
conq>lement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO 1026 polypeptide encoded by any of the 
25 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1026 polypeptide, which in one 
emboctiment, includes an amino acid sequence comprising residues 1 or 26 througji 237 of Figure 212 (SEQ ID 
NO:295). 

In another aspect, the invention concerns an isolated PRO 1026 polypeptide, comprising an amino acid 
30 sequence having at least about 80% sequence identity, preferably at least about 85% sequeiu:e idetitity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identic to the 
sequence of anuno acid residues i or 26 to about 237. inclusive of Figure 212 (SEQ ID NO:295). 

In a further aspect, the invention concerns an isolated PRO1026 polypeptide, conq>rising an antino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
35 about 90% positives, most preferably at least about 95 % positives when compared witii the amino acid sequence 
of residues 1 or 26 thiougih 237 of Figure 212 (SEQ ID NO:295). 
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In a stm further aspect, the invention provides a polypeptide produced by <i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 026 polypeptide having the 
sequence of amino acid residues ftom about 1 or 26 to about 237, inclusive of Figure 212 (SEQ ID NO:295). 
or (b) the complemem of die DNA molecule of (a), and if the test DN A molecde ha^ 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence identity, HKJSl preferably at least about a 95% sequence id^ to(a)or (b), (ii)culturingahostcell 
conqirising the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 

recovering the polypeptide from die <»11 culture. 

In yet anodierembodimem. the invention concerm agonists and antagonists o^ PRO1026 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO1026 antib^ 

In a further embodunent. the invention concerns a method of identifying agonists or antagonists of a 
native PRO1026 polypeptide, by cooiacting the native PRO1026 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypqrtide . 

Inastill fimher embodiment, the invention concerns a composition comprising a PRO 1026 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaUy acceptable carrier. 
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92. PRO1104 

A cDNA clone (DNA59616-1465) has been identified, that encodes a novel polypeptide, designated in 

the present ^qyplication as •'PRO1104." 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA encoding 

20 a PROl 104 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PWlT04^1yp^de having" 
die sequence of amino acid residues from about 1 or about 23 to about 341 , inclusive of Figure 214 (SEQ ID 

25 NO:297), or (b) the complemem of the DNA molecule of (a). The term -or" as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1-341, or in anodier 
embodiment, 23-341. 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1104 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about residues 109 or 

30 175 and about 1131, inclusive, of Figure 213 (SEQ ID NO:296). Preferably, hybridization occurs under 
stringent hybridization and wash coiuiitions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprismg DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably a least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

35 encoding die same mamrc polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209991 
(DNA59616-1465), or (b) die complement of die DNA molecule of (a). In a preferred embodiment, die nucleic 
acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCX: 
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Deposit No. 209991 (DNA59616.14e5). 

In a sdll further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 or about 23 to about 341, inclusive of Figure 214 
5 (SEQ ID NO:297), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringoit conditions with (a) a DNA molecule encodu^ a PRO1104 polypq>tide 
having the sequence of amino acid residues from about 1 or about 23 to about 341, mclusive of Figure 214 (SEQ 
ID NO:297), or (b) die complement of the DNA molecule of (a), and, if the DNA molecule has a least about 
10 an 80 % sequence identiQr, preferably at least about an 85% sequence identtQr, more preferably at least about 
a 90% sequence identic, most preferably at least about a 95% sequence identity to (a) or (b), isolatiiig the test 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encodmg a polypeptide scoring ax least about 80% positives, preferably at least about 85% positives, more 
15 preferably at least about 90% positives, most preferably at least about 95 % positives when conq>ared with die 

amino acid sequence of residues 1 or about 23 to about 341, inclusive of Figure 214 (SEQ ID NO:297), or (b) 

die con4>lement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO 1104 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defmed. 
20 In a specific aspect, the invention provides isolated native sequence PROl 104 polypeptide, which in one 

embodiment, includes an amino acid sequence comprising residues 1 or about 23 through 341 of Figure 214 

(SEQ ID NO:297). 

In another aspect, die invention concerns an isolated PRO 1 104 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 

25 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequeiM of amino acid residues 1 or about 23 through about 341 , inclusive of Figure 214 (SEQ ID NO:297). 

In a further aspect, die invention concerns an isolated PROl 104 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably a least 
about 90% positives, most preferably at least about 95% positives when compared with die amino acid sequence 

30 of residues 1 or about 23 dirough 341 of Figure 214 (SEQ ID NO:297). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encodmg a PROl 104 polypeptide having die 
sequence of amino acid residues from about 1 or about 23 to about 341, mclusive of Figure 214 (SEQ ID 
NO:297), *or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about 

35 an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturxng a host 
cell comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
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^^donc(DNA596l9.1464)basbeenidcmifiedthatencodesanovelpol^^ 

membrane domains, designated in the present application as -PROllOO." 

5 i„o„eembodimem.theinventionprovidesanisolatednudeicacidn«)l^^ 

aPROllOOpotypquide. 

in one aspea. die isolated nucleic add conq^iscs DNA having at least about 80% seq^ 

pxefcrably at least ^ 85 % sequence identity . aK,re preferably at least about 90% sequence idcnd^. ™»t 

!Lblya.least*o«95%scquenceid«^ 
10 lesequetKeofanunoacidresiduesfromabomlorll^aboutSlO.^^^^ 

or (b) d« con.plen«« of d« DNA molecule of (a). Tl« tenn -or- as used herein to refer to ^ 

acids is n««a to refer to two alterxuttive enrtKKiiment. ^ 
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to anod^r aspect, the invention concerns an isolated nudeic «:id molecule encoding a PROl 100 
polypeptide comprising DNA hybridizing ,o d« complemem of *e nucleic acid between about residues 33 or 
93 and abom 992. indusive. of Figure 215 (SEQ ID NO:298). Preferably, hybridizati^ 

hybridization and wash conditions. 

fa afurdK^ aspect, the invention concerns an isolated m«:lcic acid molecde comprise 

atleastabont80% sequence idemity. preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most pref<**ly at leas, about 95% sequence identity to (a) a DNA n»^«de 
fl. same mamre polypeptide encoded by *e human protein cDNA in ATCC Deposit No. 20304. 
-pNA596l9-1464).-or(b)thecomplement.ofthcDNA^^ 
acid comprises a DNA encoding the same mamre polypeptide encoded by the human 

Deposit No. 203041 (DNA59619-1464). . . ,^r^MA 

fa a still fiirther aspect, the invemion concerns an isolated nudeic acid molecule compnsmg (a) DNA 
e„codingapolypeptidehavingaleastabo„t80% sequence idemity. preferably at least about 85% sequence 
identity more preferably at least about 90% sequence idemity. most preferably at least about 95% sequence 
identity to d« sequence of amino add residues ftom about 1 or 21 to about 320. inclusive pf Figure 216 (SEQ 

ID NO-299), or tiie con^lemeni of the DNA of (a). 
30 fa a fimheraspea. the invemion concerns an isoUtedmideic add molecdepi^ 

a ««t DNA molecule under stringent conditions wid. <a) a DNA molecule emxxiing a PROl 100 polypeptide 
having resequence of amino acid residues from abom 1 or2l to abom^^^ 
. NO-299).or(b)d«complememofd«DNAmolecdeof(a).and.if.heDNAmolec«fehasm^ 
80%sequenceidenti.y.preferably at least abo«an85%seque««identi.y.mo« preferably at k^^ 
35 sequence identity, most preferably at leaMabom a 95% sequence identity to 

molecule. 
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In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PROllOO polypeptide, with or withoot ^ N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domams deleted or inactivated variants, or is compiementary to such encoding 
nucleic acid molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule conqnising (a) DNA 
5 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when CQnq»ared with die 
ammo acid sequence of residues 1 or 21 to about 320, inclusive of Figure 216 (SEQ ID NO:299), or (b) the 
complement of the DNA of (a). 

In anodier embodiment, the invention provides isolated PROl 100 polypeptide encoded by any of ihe 
10 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 100 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or 2 1 through 320 of Figure 216 (SEQ ID 
NO:299). 

In another aspect, the invention concerns an isolated PROl 1 00 polypeptide, comprising an amino acid 
15 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 

preferably at least about 90% sequence idoitity, most preferably at least about 95% sequence identity to the 

sequence of amino acid residues 1 or 21 to about 320, inclusive of Figure 216 (SEQ ID NO:299). 

In a further aspect, the invention concerns an isolated PRO 1 100 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
20 about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 

of residues 1 or 21 through 320 of Figure 216 (SEQ ID NO:299). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PROl 100 polypeptide having the 

sequence of amino acid residues from about 1 or 21 to about 320, inclusive of Figure 216 (SEQ ID NO:299}, 
25 or (b) the conq>lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 

sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 

sequence identi^, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 

recovering the polypqitide from the cell culture. 
30 In yet another embodiment, the invention concerns agonists and antagonists of the a native PROl 100 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROI i(X) antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PROllCX) polypeptide, by contacting the native PROllOO polypeptide with a candidate molecule and 

monitoring a biological activity mediated by said polypeptide. 
35 In a still forther embodiment, the invention concerns a composition comprising a PROl 100 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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94. mom 

A cDNA clone (DNA59620-1463) has been identified, having some sequence identiiy with SLSl diat 
encodes a novel polypeptide, designated in the present application as *PR0836.'' 

In one embodiment, the invention provides an isolated nucleic acid nx>lecule coo^nisii^ DNA encoding 
a PR0836 polypeptide. 

5 In one aspect, the isolated nucleic acid conq)rises DNA having ai least about 80% sequence identiiy, 

preferably at least about 85% sequeiK:e identity, more preferably at least about 90% sequence identic, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0836 polypeptide having 
the sequence of amino acid residues from about 1 or 30 to about 461 , nxrlusive of Figure 218 (SEQ ID NO:301), 
or (b) the complement of the DNA molecule of (a). The term "or" as used herein to refer to amiix> or nucleic 
10 adds is meant to refer to two alternative embodiments provided herein, i.e.. 1^1, or in another embodiment, 
30^1. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0836 
polypeptide comprismg DNA hybridizing to the complement of the nucleic acid between about residues 65 or 
152 and about 1447, inclusive, of Figure 217 (SEQ ID NO:300). Preferably, hybridizaticm occurs under 
IS stringent hybridization and wash conditions. 

In a furdier aspect, the invention concerns an isolated nucleic acid molecule comprisiiig DNA havii^ 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more prefcraWy at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209989 
20 (DNA59620-1463), or (b) the complement of the DNA molecule of (a). In a preferred embodimem, the nucleic 
acid conq>rises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in ATCC 
Deposit No. 209989 (DNA59620-1463). 

InTstiUfur&er aspectT 

encoding a polypeptide havix^ at least about 80% sequence identity, preferably at least about 85% sequence 
25 identity, more prefmbly at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of amino acid residues from about 1 or 30 to about 461 , inclusive of Figure 218XSEQ 

ID NO:301), or the conq>lement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 

a test DNA molecule imder stringem conditions with (a) a DNA molecule encoding a PR0836 polypeptide 
30 having the sequence of amino acid residues from about 1 or 30 to about 461, inclusive of Figure 218 (SEQ ID 

NO:301), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 

80% sequence identity, preferably at least about an 85% sequence ictentity , more preferably at least about a 90% 

sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 

molecule. 

35 In another aspea, the invention concerns an isolated nucleic acid molecule conq>rising (a) DNA 

encodmg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
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amino acid sequence of residues I or 30 to about 461, inclusive of Figure 218 (SEQ ID NO:301). or (b) the 
complement of the DNA of (a). 

In anodier embodiment, the invention provides isolated PR0836 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0836 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or 30 through 461 of Figure 218 (SEQ ID 
NO:301). 

In an(Hher aspect, the invention concerns an isolated PR0836 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identiQr, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 30 to about 46i, inclusive of Figure 218 (SEQ ID NO:301). 

In a further aspect, die mvcntion concerns an isolated PR0836 polypeptide, con^rising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or 30 tiuough 461 of Figure 218 (SEQ ID NO:301). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0836 polypeptide having the 
sequence of amino acid residues from about 1 or 30 to about 461, inclusive of Figure 218 (SEQ ID NO:301). 
or (b) the conq)lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host ceU 
conq)rising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of the a native PR0836 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0836 antibody. 

In a further embodiment, die mvention concerns a method of identifying agonists or antagonists of a 
native PR0836 polypeptide, by contacting the native PR0836 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

Ina still further embodiment, die invention concerns a composition con^irising a PR0836 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination widi a pharmaceuticaUy acceptable carrier. 

95. PR01141 

A cDNA clone (DNA59625-1498) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PROl 141" . 

In one embodunent, die invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 141 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
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preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 141 polypeptide having 
the sequence of amino acid residues from about 1 or about 20 to about 247, inclusive of Figure 220 (SEQ ID 
NO:303), or (b) the con^>lement of the DNA molecule of <a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 141 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 204 
5 or about 261 and about 944, inclusive, of Figure 219 (SEQ ID NO:302). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at lea^ about 8S% sequence identity, more preferably at least 
about 90% sequence identity, most prefierably at least about 9S% sequence identic to (a) a DNA molecule 
10 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209992 
(DNAS962S-1498) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid con^nrises a DNA encoding the same mature polypeptide encoded by die human protein cDNA in 
ATCC Deposit No. 209992 (DNAS9625-1498). 

In still a further aspea, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
IS encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 20 to about 247, inclusive of Figure 220 (SEQ ID 
NO:303), or (b) the conq>lement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
20 nucleotides and produced by hybridizii\g a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROl 141 polypeptide having the sequence of amino acid residues from 1 or about 20 to 
about 247, inclusive of Figure 220 (SEQ ID NO:303), or (b) the complement of the DNA molecule of <a), and, 

if the DNA molecule has at least about an 80 % sequence identity; prefereably ai lea^^ 

identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
25 identity to (a) or (b), isolatiAg the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 141 polypeptide, with or without the N-terminal signal sequence and/or the initiatii^ methicmine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encodixig 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
30 position 1 to about ammo acid position 19 in the sequence of Figure 220 (SEQ ID NO:303). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 38 to about amino acid 
position 57, from about amino acid position 67 to about amino acid position 83, from about amino acid position 
1 17 to about amino acid position 139 and from abom amino acid position 153 to about amino acid position 170, 
in the PR01141 amino acid sequence (Figure 220, SEQ ID NO:303). 
35 In another aspect, the invention concerns an isolated nucleic acid molecule conqirising j(a) DNA 

encoding a polypeptide scoring a least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conquued with the 
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amino acid sequence of residues 1 or about 20 to about 247. inclusive ofFigure 220 (SEQ ID N0:3(»). or (b) 

the complement of the DNA of (a). 

Another embodimem is directed to tegments of a PRO 1 14 1 polypeptide coding sequence ^ 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi. 

preferably from about 20 to about 60 nucleotides in length, mote preferably from about 20 to about 50 

nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 

from the nucleotide sequence shown in Figure 219 (SEQ ID NO:302). 

In another embodiment, the invention provides isolated PR01141 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a ^ific aspect, the invention provides isolated native sequence PR01141 polypeptide, which in 
) certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 247 ofFigure 
220 (SEQ ID NO:303). 

In another aspect, the mvention concerns an isolated PROl 141 polypeptide, comprismg an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
5 sequence of amino add residues 1 or about 20 to about 247. inclusive of Figure 220 (SEQ ID NO:303). 

Ina further aspect, the invention concerns an isolated PROl 141 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 

of residues 1 or about 20 to about 247. inclusive of Figure 220 (SEQ ID NO:303). 
0 inyet another aspect, the invention concems an isolated PROl 14 1 polypeptide, comprising the sequence 

of amino acid residues 1 or about 20 to about 247. indusive of Figure 220 (SEQ ID NO:303). or a fragment 
thereof sufficiem to provide a binding site for an anti-PR01141 antibody. Preferably, the PROl 141 fragment 
retams a qualitative biolopcal activity of a native PROl 141 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) Iqrbridizing a test DNA 
^ molecule mider stringent conditions with (a) a DNA molecule encoding a PROl 141 polypeptide having the 
sequence of amino acid residues from about 1 or abo« 20 to about 247. indusive of Figure 220 (SEQ ID 
NO:303). or (b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identfty to (a) or (b). (ii) culwring a host 
30 ceU comprising the test DNA mdecule under conditions suitable for expression of the polypeptide, and (in) 
recovering the polypeptide from the cell culture. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA33128 comprising the nucleotide sequence of SEQ ID NO:304 (see Figure 221). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein as 

35 DNA34256 comprising the nucleotide sequence of SEQ ID NO:305 (see Figure 222). 

In another embodimem, the invention provides an expressed sequence tag (EST) designated herein as 

DNA47941 comprising die nucleotide sequence of SEQ ID NO:306 (see Figure 223). 
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In aiwther embodimem, Ae invention provides an expre^ 
DNA54389 comprising tbe nucleotide sequence of SEQ ID NO:307 <see Figure 224). 

96. fSQUSi. 

A cDN A clone (DN A59767-1489) has been identified that encodes a novel polypeptide having sequence 
5 identity with serine proteases and tiypsinogen and designated in the present appUcation as -PR01132.- 

In one enibo<Kment, the invention provides an isolated nucleic acid mdeculecon^Mrising DNA encoding 

a PROl 132 polypeptide. 

In <mc aspect, the isolated nucleic acid con^rises DNA having at least about 80% sequence identiqr, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
10 preferably at least about 95% sequence identity to (a) & DNA molecule encoding a PR01132 polypeptide having 
the sequence of amino acid residues from about 23 to about 293. Inclusive of Figure 226 (SEQ ID NO:309). or 
(b) die conq>leinent of the DNA molecule of (a). 

In anotim- aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01132 
polypeptide comprising DNA hybridiang to tiie complement of the nucleic acid between about residues 420 and 
15 about 1232. inclusive, of Figure 225 (SEQ ID NO:308). Preferably, hybridization occurs under stringent 
hybridization ai>d wash conditions. 

In a fiirther aspect, die invention concerns an isolated nucleic acid molecule conqwising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
20 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203108 
(DNA59767-1489). or (b) die complement of Ae DNA molecule of (a). In a preferred embodiment, the nuclrac 
acid comprises a DNA encoding the same nurture polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203108 (DNA59767-14»y 

In a still further aspect, the invention oncerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a p<rfypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 23 to about 293. inclusive of Figure 226 (SEQ ID 
NO:309). or the complement of the DNA of (a). 

hi a fiirflier dsped, die invention concerns an isolated nucleic acid molecule havmg at least about 50 
30 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringem conditions with (a) a DNA molecule encoding a PROl 132 polypeptide having the sequence of 
amino acid residues from about 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309), or (b) the 
complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identiQr. more preferably at least about a 90% sequence identity, most 
35 preferably at least about a 95% sequence identity to (a) or (b). isolatii^ die test DNA molecule. 

In anodier aspett, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
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preferably at least about 90% positives, most preferably at least about 95% positives when compared with ihe 
amino acid sequence of residues 23 to about 293. inclusive of Figure 226 (SEQ ID NO:309), or (b) the 
coiiq)lement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 1 32 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides m length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in lengdi. 

In another embodiment, the inventiwi provides isolated PR01132 polypeptide encoded l)y any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 132 polypeptide, wbich in one 
embodiment, includes an amino acid sequence comprising residues 23 through 293 of Figure 226 (SEQ ID 
NO:309). 

In another aspect, the invention ccmcems an isolated PROl 132 polypeptide, comprismg an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309). 

In a further aspect, die mvention concerns an isolated PROl 132 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared witii the amino acid sequence 
of residues 23 tiirough 293 of Figure 226 (SEQ ID NO:309). 

In yet anottier aspect, the invention concerns an isolated PRO 1 1 32 polypeptide, comprising the sequence 
of amino acid residues 23 to about 293. inclusive of Figure 226 (SEQ ID NO:309). or a fragment thereof 
sufficient to provide a binding site for an anti-PROll32 antibody. Preferably, die PROl 132 fragment retains 
a qualitative biological activity of a native PR01I32 polypeptide. 

In a still further aspect, xht invention provides a polypeptide produced by (i) hybridizmg a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 132 polypeptide having die 
sequence of amino acid residues from about 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309), or (b) 
die conq)lement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culmring ahost cell comprising 
die test DNA molecule under conditions suitaWe for expression of die polypeptide, and (iii) recovering die 
polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of a native PROl 132 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 132 antibody. 

In a further embodiment, die invention concerns a mediod of identifying agonists or antagonists of a 
native PROl 132 polypeptide, by contaaing die native PROl 132 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
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In a still further embodiment, the invention coocenis a composition conq>rising a PROl 132 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptaWe carrier. 

97. ERQB46 

A cDNA clone (DNA59776-1600) has been identified, that encodes a novel polypeptide, designated in 
5 the present application as PR01346 (or NL7). having homology to known TIE ligands. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
an NL7 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 
10 preferably at least about 95% sequence identity to (a) a DNA molecule encodmg an NL7 polypeptide having 
the sequence of amino acid residues from about 51 to about 461 , inclusive of Figure 228 (SEQ ID NO:314), or 
(b) the complement of the DNA molecule of <a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding an NL7 polypeptide 
comprising DNA hybridizing to die complement of the nucleic acid between about nucleotides 1-3 (ATG) and 
15 about 1381-1383 (CGC, preceding die TAG stop codon), inclusive, of Figure 227 (SEQ ID NO:313). 
Preferably, hybridization occurs under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
20 encoding die same manire polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203128 
(DNA59776-1600). or (b) die complement of die DNA molecule of (a). In a preferred embottiment, die nucleic 
acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 203128 (DNA59776-1600). 

In a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide having at least about 80% sequence identity, preferably « least about 85% sequence 
idottity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 5 1 to about 461 , inclusive of Figure 228 (SEQ ID 
NO:314), or die complemem of die DNA of (a). 

In a further aspea, die invention concerns an isolated nucleic acid molecule having at least about 1000 
30 nucleotides and produced by hybridizing a test DNA molecule under sningent conditions widi (a) a DNA 
molecule encodmg an NL7 polypeptide having die sequence of amino acid residues from about 51 to about 461, 
hiclusive of Figure 228 (SEQ ID NO:314), or (b) die complement of die DNA molecule of (a), and, if die DNA 
molecule has at least about an 80 % sequence identity, preferably at least about an 85 % sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to<a) 
35 or (b), isolating die test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule con:^rising DNA encoding 
an NL7 polypeptide, widi or widiout die initiating meduonine, or its soluble forms, i.e. transmembrane domain 
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deleted or inactivated variants, or is complemcntaiy to such encoding nucleic acid molecule. The transmembrane 
domain has been tentatively identified as extending from about amino acid position 31 to about amino add 
position 50 in the NL7 amino acid sequence (Figure 228, SEQ ID NO:314). 

In another aspea, the mvcntion concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, prcfeiably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with ihe 
amino acid sequence of residues 51 to about 461, inchisivc of Figure 228 (SEQ ID NO:314), or (b) the 
complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule, at least about 200 bases 
in length, which encodes a fragment of a native NL7 polypeptide. 

In anodier embodiment, the invention provides an isolated NL7 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined* 

In a specific aspect, the invention provides an isolated native sequence NL7 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues from about 51 to about 461 of Figure 228 
(SEQn>NO:314). 

In another aspect, the invention concerns an isolated NL7 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ ID NO:3l4). 

In a further aspect, the invention concerns an isolated NL7 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 51 to 461 of Figure 228 (SEQ ID NO:314). 

In yet another aspect, the invention concerns an isolated NL7 polypeptide, comprising the sequence 
of amino acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ ID NO:314), or a fragment 
thereof sufficient to provide a binding site for an anti-NL7 antibody. Preferably, the NL7 fragment retains a 
qualitative biological activity of a native NL7 polypqHide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringem conditions with (a) a DNA molecule encoding an NL7 polypeptide having the sequence 
of amino acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ ID NO:314). or (b) the 
con^)lcment of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequem» 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (u) culniring a host ceU comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovcriiig the 
polypeptide from the cell culnire. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native NL7 
polypeptide. In a particular embodiment, the agonist or antagonist is an anri-NL7 antibody. 



204 



wo 99/63088 PCT/US99/12252 

In a further embafiment. the invention contsenis a method of identi6ring agonists or antagonists of a 
native NL7 polypeptide, by contacting die native NL7 polypeptide wifli a candidate molecule and monitoring a 

biolo^cal activity mediated by said polypeptide. 

In a stiUfurfljer embodiment, die invention concenis a coiivosition comprising an NL7 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination witii a pharmaceutically acceptable carrier. 

5 

98. ^QU31 

A cDNA done (DNA59777-1480) has been identified diat encodes a novel polypeptide having sequence 
identity widi LDL receptors and designated m flje present ^iplication as "PROini." 

Inone embodiment, die inventim provides an isolated nucleic acid molecule comprising DNA encodmg 

10 a PR01131 polypeptide. 

In one aspect^ die isolated nucleic add comprises DNA having at least abom 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequeiwe identity to (a) a DNA molecule encoding a PR01131 polypeptide having 
d>e sequence of amino acid residues from about I to about 280, inclusive of Figure 230 (SEQ ID NO:319). or 
15 (b) die complemem of dK DNA molecule of (a). 

In anodicr aspect, die invention concerns an isolated nucleic acid molecule encodii« a PR01131 
polypeptide comprisingDNA hybridizing to die complement of die nucleic acid between abom residues 144 and 
about 983. inclusive, of Figure 229 (SEQ ID NO:318). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
20 In a fiirdier aspert. die invention concerns an isolaod nucleic acid molecule comprising DNA having 

at least about 80% sequence idemity. preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence idemity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
~^c^ du! same mawte poly^^ptidTemcoded by die human protein cDNA"inATCC-D^it Nor203l ll" 
(DNA59T77-1480), or (b) die complement of die DNA molecule of (a). In a preferred embodimem. die nucleic 
25 acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 2031 11 (DNA597T7-1480). 

In a still fimher aspect, die invention concerns an isolated nucleic acid molecule comprisii^ (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
30 identity to die sequence of amino acid residues from abom 1 to about 280. inclusive of Figure 230 {SEQ JD 
NO:319). or die complement of die DNA of (a). 

hi a funher aspect, die invention concerns an isolated nucleic acid molecule having at least about SO 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions wifli (a) a DNA molecule encoding a PR01131 polypeptide having die sequence of 
35 amino add residues frtmi about 1 to about 280, mdusive of Figure 230 (SEQ ID NO:319). or (b) die 
conqilement of die DNA molecule of (a), and. if die DNA molecule has at least about an 80% sequence identity, 
preferably at least abom an 85% sequence identity, more preferably at least abom a 90% sequence identity, most 
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preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule con^rising DNA encoding 
a PR01131 polypeptide in its soluble form, i.e. transmembrane domain deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domain (type II) has been 
tentatively identified as extending &om about amino acid positions 49-14 in the amino acid sequence of Figure 
5 mSEQIDNO:319. 

In another aspea, the invention concerns an isolated nucleic acid molecule coixq)rising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 280, mchisive of Figure 230 (SEQ ID NO:319), or (b) the 
10 conqilenient of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 131 polypeptide coding sequence drnt may find 
use as hybridization probes. Such mideic acid fragments are from about 20 to about 80 nucleotides in leng^, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 • 
nucleotides in length, and most preferably from about 20 to about 40 micleotides in length. 
IS In another embodiment, the invention provides isolated PROl 131 polypeptide encoded by any of die 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native seqtience PRO 1 13 1 polypeptide, whidi in one 
embodiment, includes an amino acid sequence comprising residues 1 through 280 of Figure 230 (SEQ ID 
NO:319). 

20 In another aspect, the invention concerns an isolated PROl 131 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 280, inclusive of Figure 230 (SEQ ID NO:319). 

In a further aspea, the invention concerns an isolated PROl 131 polypeptide, comprising an amino acid 

25 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least aboiu 95 % positives when compared with the amino acid sequence 
of residues 1 through 280 of Figure 230 (SEQ ID NO:319). 

In yet another aspect, the invention concerns an isolated PROl 13 1 polypeptide, comprising the sequence 
of ammo acid residues 1 to about 280, inclusive of Figure 230 (SEQ ID NO:319), or a fragment thereof 

30 sufficient to provide a binding site for an anti-PR01131 antibody. Preferably, the PROl 131 fragment retains 
a qualitative biological activity of a native PROl 131 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 131 polypeptide havii^ the 
sequence of amino acid residues from about 1 to about 280, inclusive of Figure 230 (SEQ ID NO:319), or (b) 

35 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
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the test DNA molecule under conditions suitable for expression of the polypefitide, and <iii) recovering the 
polypqrtide from the cell culture. 

In yet another embo(timent, the invention concerns agonists and antagonists of a native PR01131 
polypeptide. In a particular embodinoent, the agonist or antagonist is an anti-PROI 131 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
5 native PR0I131 polypeptide, by contacting the native PR01131 polypeptide with a candidate molecule and 
mcmitodng a biological activity mediated by said polypeptide. 

In a stiU further embodimcm. the hivention coaxrns a con^K^ 
or an agonist or antagonist as heremabove defined, in combination with a jrfiarmaceutically acceptable carrier. 

In another embodiment, the invention provides an e3q>ressed sequence tag (EST) designated herein as 
10 DNA43546 comprising the nucleotide sequence of Figure 231 {SEQ ID NO:320), 

99. £BQiatl 

A cDNA clone (DNA59820-1549) has been identified tiiat encodes a novel secreted polypeptide 
designated m the presem application as ''PR01281 " . 
15 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encodhtg 

a PR01281 polypqitide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01281 polypeptide havii^ 
20 the sequence of amino acid residues from about 16 to about 775. inclusive of Figure 233 (SEQ ID NO:326), or 
(b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROI281 
^lypeptide comprisi]^l>NAltybrifizing to the complcmwitof dTe^lcicacid b^ 

about 2552, inclusive, of Figure 232 (SEQ ID NO:325). Preferably, hybridization occurs under stringent 
25 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence idemity, more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

cncodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203129 
30 (DNA59820-I549), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die nucleic 

acid comprises a DNA encoding the same mamre polypeptide encoded by the human protein cDNA in ATCC 

Deposit No. 203129 {DNA59820-1549). 

In a still furdier aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
35 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of amino acid residues from about 16 to about 775, inclusive of Figure 233 (SEQ ID 

NO:326), or die complement of die DNA of (a). 
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In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringcm conditions with (a) a DNA molecule encoding a PR01281 polypep^ 
amino acid residues from about 16 to about 775. mclusivc of Figure 233 (SEQ ID NO:326). or (b) the 
complement of the DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence identity, 

5 prcferablyatleastaboutan85%sequenccidemity,morepreferablyatleast 

preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the mvcntion provides an isolated nucleic acid molecule conq)rising DNA encoding 
a PR01281 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 

10 extending ftxmi amino acid position 1 through about amino acid position 15 in die sequence of Figure 233 (SEQ 
ID NO:326). 

In another aspett. the invcndon concerns an isolated nucleic acid molecule conqirising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
15 amino acid sequence of residues 16 to about 775. inclusive of Figure 233 (SEQ ID NO:326). or (b) the 

conq>lemem of the DNA of (a). 

AnatherembodimcntisdirectedtofragmentsofaPROl281 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in Icogth. 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
20 nucleotides in length, and most preferably from about 20 to about 40 nucleotides m length. 

In another embodunent. the invention provides isolated PR01281 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defmed. 

In a specific aspect, the invention provides isolated native sequence PROI281 polypeptide, which in one 
embodiment, mcludes an amino acid sequence comprising residues 16 to 775 of Figure 233 (SEQ ID NO:326). 
25 In another aspect, the invention concerns an isolated PR01281 polypeptide, comprismg an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 775. inclusive of Figure 233 (SEQ ID NO:326). 

In a further aspect, the invention concerns an isolated PR01281 polypeptide, conqjrismg an amino acid 
30 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 16 to 775 of Figure 233 (SEQ ID NO:326). 

Inyet another aspect, the invention concerns an isolated PRO 1281 polypeptide, comprismg the sequence 
of amino acid residues 16 to about 775, inclusive of Figure 233 (SEQ ID NO:326). or a fragment thereof 
35 sufficient to provide a binding site for an anti-PR01281 antibody. Preferably, the PR01281 fragment retains 
a qualitative biological activity of a native PR01281 polypeptide. 
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fa a still further aspea. the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01281 polypeptide having the 
sequence of amino acid residues from about 16 to about 775. inclusive of Figure 233 (SEQ ID NO:32(i). or (b) 
the complemem of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence idemity to (a) or (b). (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
jx^ypqitide from the cell culture. 

100. ™O10<4 

A cDNA done (DNA59827-1426) has been identified that encodes a novel transmonbrane polypqrtide. 
designated ni the inesem plication as 'PRO1064' . 

In one embodiment, the invention piovides an isolated nucleic acid molecule comprising DNA encoding 

aPRO1064polypqjtide. 

fa one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1064 polypeptide having 
the sequence of amino acid residues from about 1 or about 25 to about 153. inclusive of Figure 235 (?EQ ID 
NO:334). or (b) the con^lement of the DNA molecule of (a). 

fa another aspect, die invention concerns an isolated nucleic acid molecule encoding a raO1064 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between abow nucleotides 532 
or about 604 and about 990, inclusive, of Figure 234 (SEQ ID NO:333). Preferably, hybridization occurs under 
strii^em hybr idizatio n and wash conditions. ^ 

fa a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA fa ATCC Deposit No. 203089 
(DNA59827-1426) or (b) the complement of tite nucleic acid molecule of (a), fa a preferred embodiment, die 
nucleic acid comprises a DNA encodmg die same maoire polypeptide encoded by die human protein cDN A m 
ATCC Deposit No. 203089 (DNA59827-1426). 

fa stiU a further aspect, die mvention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of ammo acid residues 1 or about 25 to about 153. inclusive of Figure 235 (SEQ ID 
NO:334), or (b) die complement of die DNA of (a). 

fa a fiirflier aspect, die invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringem condWons wiUi (a) a DNA 
molecule encoding a PRO1064 polypeptide having die sequence of amino add residues from 1 or about 25 to 
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about 1S3» inclusive of Figure 235 (SEQ ID NO:334), or (b) the complement of the DNA molecule of (a), and. 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
5 a PRO1064 polypeptide, with or without die N-terminal signal sequeix^ and/or die imtiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is conqilememary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extendu^ from about amino add 
position 1 to about amino acid position 24 in the sequence of Figure 23 5 (SEQ ID NO : 334) . The transmembrane 
domain has been tentatively identified as extending from about amino acid position 89 to about amino acid 
10 position 1 10 in die PRO1064 amino acid sequence (Figtm 235, SEQ ID NO:334). 

In another aspect, the invention concerns an isolated nucleic acid molecule conqirising (a) DNA 
encoding a polypeptide scodx^ at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 25 to about 153, inclusive of Figure 235 (SEQ ID NO:334), or (b) 
15 the complemem of the DNA of (a). 

Another embodiment is d irected to fragments of a PRO 1 064 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably fix>m about 20 to about 50 
nucle(^des in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
20 from the nucleotide sequence shown in Figure 234 (SEQ ID NO:333). 

In another embodiment, the invention provides isolated PRO1064 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1064 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues I or about 25 to about 153 of Figure 
25 235 (SEQ ID NO:334). 

In another Bspeci^ the invention concerns an isdated PRO 1064 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of ammo acid residues 1 or about 25 to about 153, inclusive of Figure 235 (SEQ ID NO:334). 
30 In a further aspect, the invention concerns an isolated PRO1064 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 25 to about 153, inchisive of Figure 235 (SEQ ID NO:334). 

In yet another aspea, the invention concerns an isolated PRO 1064 polypeptide, comprising the sequence 
35 of amino acid residues 1 or abom 25 to about 153, inclusive of Figure 235 (SEQ ID NO:334), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1064 aiuibody. Preferably, the PRO1064 fragment 
retains a qualitative biological activity of a native PRO1064 polypeptide. 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditicms with (a) a DNA molecule encoding a PRO 1064 polypeptide haviiig the 
sequence of amino acid residues from about 1 or about 25 to about 153, inchisive of Figure 235 <S£Q ID 
NO:334), or (b) the con^lement of die DNA molecule of (a), and if die test DNA molecule has at least about 
an 80 % sequence identity, preferably at least about an 85 % sequence idendty , more preferably at least about a 
5 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturiog a host 
cell comprismg die test DNA molecule under conditions suitable for e:q)ression of the polypeptide, and <iii) 
recovering the polypeptide from the cell culture. 

In anodier embodiment, the invention provides an expressed sequence tag (EST) designated herein as 
DNA45288 comprising die nucleotide sequence of SEQ ID NO:335 (see Figure 236). 

10 

101, PR01379 

A cDNA done (DNA59828-1608) has been identified that encodes a novel secreted polypqidde 
designated in the present ^plication as *'PR01379." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

IS a PR01379 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI379 polypeptide having 
the sequence of amino acid residues from about 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340), or 

20 (b) the conq>lement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encodii^ a PR01379 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about residues 61 and 
ab«i~1731T~inclusivcrof Fipfe"237~(SEQ"ID^ hybridization occurs imder stringent- 

hybridization and wash conditions. 

25 In a further aspea, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more jneferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodizig die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203158 
(DNA59828-1608), or (b) die con4)lement of die DNA molecule of (a). In a preferred embodiment, die nucleic 

30 acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 203158 (DNA59828-1608). 

In a still further aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

35 identity to die sequence of amino acid residues from about 18 to about 574, inchisive of Figure 238 (SEQ ID 
NO:340), or die complement of die DNA of (a). 
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In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides* and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01379 polypeptide having the sequence of 
amino acid residues fiom about 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340), ot (b) the 
complemem of die DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity. 

5 preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01379 polypeptide, with or without the N-terminal signal sequence and/or the initiatuig methionine, or is 
coiiq)lementary to such encoding nucleic acid molecule. The signal pcpdde has been tentatively identified as 

10 extending from amino acid position 1 through about aimno acid position 17 in the sequence of Figure 238 (SEQ 
IDNO:340). 

In another aspect, the invendon concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypqrtide scoring at least about 80% positives, preferably at least about 85% poshives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conqrarcd wifli die 
15 amino acid sequence of residues 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340), or (b) dw 
complement of die DNA of (a). 

Anodier cmbodimcm is directed to fragments of a PRO 1 379 polypeptide coding sequence diat may find 
use as hybridization piobes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
20 nucleotides in lengdi, and most preferably from about 20 to about 40 nucleotides in lengdi. 

In anodier embodiment, die invention provides isolated PR01379 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PRO 1 379 polypeptide, which in one 
embodimem, includes an amino acid sequence comprising residues 1 8 to 574 of Figure 238 (SEQ ID NO:340). 
25 In anodier aspect, die invention concerns an isolated PR01379 polypeptide, comprising an anuno acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340). 

In a further aspect, die invention concerns an isolated PR01379 polypeptide, comprising an amino acid 
3G sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared widi die amino acid sequence 
of residues 18 to 574 of Figure 238 (SEQ ID NO:340). 

In yet anodier aspect, die invention concerns an isolated PR01379 polypeptide, comprising die sequence 
of amino acid residues 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340), or a fragment diereof 
35 sufficient to provide a binding site for an anti-PR01379 antibody. Preferably, die PR01379 fragment retains 
a qualitative biological activity of a native PR01379 polypeptide. 
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In a still ftohcr aspect, tbe invention provides a 
molecule under stringent conditions with<a) a DNA molecule encoding a PR01379 polypeptide having the 
sequence of amino acid residues from about 18 to about 574. inclusive of Figure 238 (SEQ ID NO:340). or (b) 
the complement of the DNA molecule of <a). and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85 % sequence identity , more preferably at least about a 90 « sequence 
5 identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culturing a host cell conq>rising 
the test DNA molecule under conditions suitable for e3q)rcssion of the polypeptide, and Cui) recovering die 
polypeptide from the cell cubure. 

102. PR0844 

10 A cDNA done (DNA59838-1462) has been identified, having sequence identity widi protease 

inhibiton, that encodes a novel polypeptide, designated in die present applicaticm as -PR0844," 

In one embodiment, die inventicm provides an isolated nucleic acid molecule conqmsmg DNA encoding 
a PR0844 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
15 preferabty at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0844 polypq)tidc havmg 
the sequence of anuno acid residues from about 1 or 20 to about 111. inclusive of Figure 240 (SEQ ID NO:345), 
or (b) die complement of die DNA molecule of (a). The term -^or* as used herein to refer to amino or mideic 
acids is meant to refer to two alternative embodiments provided herein, i.e. . Ul 1 1 , or in another embodimem. 
20 20-111. 

In anodier aspect, die invention concerns an isolated nucleic acid molecule encoding a PR0844 
polypeptide comprising DNA hybridimg to die complement of die nucleic acid between about residues 5 or 62 
andTboutl37, inclmi^reT^Figiirr^^ 
hybridization and wash conditions. 

25 In a ftmher aspect, die invention concerns an isolated nucleic acid molecule conqmsipg DNA having 

at least abom 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209976 
(DNA59838-1462), or (b) die complement of die DNA molecule of (a). In a preferred embodiment, die nucleic 

30 acid comprises a DNA encoding die same manire polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 209976 (DNA59838.1462). 

In a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DSA 
encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
. identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

35 identity to die sequence of amino acid residues from about 1 or 20 to about 111, inclusive of Figure 240 (SEQ 
ID NO:345), or die complement of die DNA of (a). 
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In a ftmher aspect, the invention concenis an isolated nucleic acid nK>lecule produced by liybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a FR0844 polypeptide 
having the sequence of amino acid residues from about 1 or 20 to about 111, inclusive of Figure 240 (SEQ ID 
NO:345). or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity i preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
5 sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA 
molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
10 amino acid sequence of residues 1 or 20 to about 111, inclusive of Figure 240 (SEQ ID NO:345). or (b) tbe 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PR0844 polypeptide encoded by aiq^ of the 
isolated nucleic acid sequences hereinabove defined. 

In a speciHc aspea, the invention provides isolated native sequence PR0844 polypeptide, which m one 
15 embodiment, includes an amino acid sequence comprising residues 1 or 20 timnigh 1 1 1 of Figure 240 (SEQ ID 
NO:345). 

In anotiicr aspect, the invention concerns an isolated PR0844 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to tise 

20 sequence of amino acid residues 1 or 20 to about 111, inclusive of Figure 240 (SEQ ID NO:345). 

In a further aspect, die invention concerns an isolated PR0844 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or 20 tiirough 111 of Figure 240 (SEQ ID NO:345). 

25 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PR0844 polypeptide having the 
sequence of amino acid residues from about 1 or 20 to about 1 1 1. inclusive of Figure 240 (SEQ ID NO:345), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 

30 sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host cell 
co^^)rising the test DNA molecule under conditions suiuble for expression of die polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR0844 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0844 antibody. 

35 In a further embodimem, tiw inventicm concerns a metirod of identifying agonists or antagonists of a 

native PR0844 polypeptide, by contacting the native PR0844 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
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In a stiU further embodiment, the inveiiticmc^^ PR0844polypepcidc. 
or an agonist or antagomst as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

103. PR0848 

A cDNA clone (DNA59839-1461) has been identified, having sequence identior wifli sialytransferases 
5 that encodes a novel polypeptide, designated in die present application as "PR0848.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0848 polypeptide. 

In one aspect, the isolated nucleic acid con^>rises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence idcntiiy. more preferably at least about 90% sequence identiQ^. most 
10 preferably at least about 95% sequemse identity to (a) a DNA molecule encoding a PR0848 polypeptide having 
the sequence of amino acid residues from about 1 or S6 to about 600, inclusive of Figure 242 (SEQ ID NO:347) , 
or(b)thecomplementof the DNA molecule of (a). The term -or" as used herem to refer to amino or mideic 
acids is meant to refer to two alternative embodiments provided herem, i.e., 1-600, or in anodier embodimem, 
36^. 

15 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0848 

polypeptide conqnising DNA hybridizing to the conq)lcment of the nucleic acid between about residues 1 or 25 1 
and about 1945, inclusive, of Figure 241 (SEQ ID NO:346). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

20 at least about 80% sequence identity, preferably at least about 85% sequence identily, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same manire polypeptide encoded by the human protein cDNA in ATCX: Deposit No. 209988 
(DNA59WSM46f)7orWti^ 

acid comprises a DNA encoding the same mamre polypeptide encoded by the human protein cDNA in ATCC 

25 Deposit No. 209988 (DNA59839-1461). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule con^rising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about W% sequence 
identity to the sequence of amino acid residues from about 1 or 36 to about 600, inclusive of Figure 242 (SEQ 

30 ID NO:347), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions witii (a) a DNA molecule encoding a PR0848 polypeptide 
having the sequence of amino acid residues from about 1 or 36 to about 600, inclusive of Figure 242 (SEQ ID 
NO:347), or (b) the conq>lement of die DNA molecule of (a), and, if the DNA molecule has at least about an 

35 80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a ^% sequence identily to (a) or (b), isolatiiig the test DNA 
molecule. 
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In another aspect, die invention concerns an isolated nucleic add molecule convrising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, moie 
preferably at least about 90% positives, most preferably at least about 95% positives when compar«l with the 
amino acid sequence of residues 1 or 36 to about 600. inclusive of Figure 242 (SEQ ID NO:347). or (b) the 
complement of the DNA of (a). 
5 In another embodiment, the invention provides isolated PR0848 polypeptide encoded by any of the 

isolated nucleic acid sequences herranabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0848 polypeptide, which in one 
embodiment, mchides an amino add sequence comprising residues 1 or 36 througji 600 of Figure 242 (SEQ ID 
NO:347). 

10 in another aspect, the invention concerns an isolated PR0848 pdypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identiiy, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identiiy to die 
sequence of amino acid residues 1 or 36 to about 600. indusive of Figure 242 (SEQ ID NO:347). 

In a further aspect, the invention concerns an isolated PR0848 polypeptide, comprising an amino acid 
15 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or 36 through 600 of Figure 242 (SEQ ID NO:347). 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringem conditions with (a) a DNA molecule encoding a PR0848 polypeptide having die 
20 sequence of amino acid residues from about 1 or 36 to about 600. inclusive of Figure 242 (SEQ ID NO:347), 
or (b) die complement of die DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identiiy. preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, mostpreferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host cell 
comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (ui) 
25 recovering die polypeptide from die cell culture. 

In yet anoflier embodimem. die invention concerns agonists and antagonists of die a native PR0848 
polypeptide, fa a particular embodiment, die agonist or antagonist is an anti-PR0848 antibody. 

In a funhcr embodiment, die invention concerns a mediod of identifying agonists or antagomsts of a 
native PR0848 polypeptide, by contacting die native PR0848 polypeptide widi a candidate molecule and 
30 monitoring a biological activity mediated by said polypeptide. 

In a still furtiier cmbodunent, die uwention concerns a composition comprising a PR0848 polypqitide, 
or an agonist or anogonist as hereinabove defined, in combination widi a pharmaceudcally acceptable carrier. 

104. PRO1097 

35 Applicants have identified a cDNA clone (DNA59841-1460) diat encodes a novel secreted polypeptide 

having domams diereni from die glycoprotease family proteins and die acyltransferase ChoActase/COT/CPT 
femily. wherein die polypeptide is designated in die present application as •PRO1097". 
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In one embodiment, the invention provides an isolated nucleic acid molecule conq)rislng DN A encoding 
a PRO1097 polypepdde. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identic, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROi097 polypeptide having 
5 the sequence of amino acid residues from about 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID NO:349), 
or (b) the complement of the DNA molecule of (a). The term "or" as used herein to refer to amino or nucleic 
adds is meant to refer to two alternative embodiments provided herein, i.e., 1-91, or in another embodiment, 
21-91, 

In another aspect, the invention concerns an isolated nucleic acid molecule encodmg a PRO1097 

10 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 3 or 63 
and about 275, inclusive, of Figure 243 (SEQ ID NO:348). Preferably, hybridization occurs under strmgcnt 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule conqirising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

IS about 90% sequence identic, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203044 
(DNA59841-1460), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203044 (DNA59841-1460). 

20 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of amino acid residues from about i or 2 i to abo^ 

ID NO:349), or the complemem of the DNA of (a). 

25 In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 

a test DNA molecule imder stringent conditions with (a) a DNA molecule encoding a PRO1097 polypeptide 
having the sequence of amino acid residues from about 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID 
NO:349), or (b) the complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 

30 sequence identity, most preferably at least about a 95% sequence identity to <a) or (b), isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1097 polypeptide, with or without the N-terminal signal sequence and/or die initiating methionine. The 
signal peptide has been tentadvely identified as extending from amino acid position 1 tfuough about amino acid 
35 position 20 in the sequence of Figure 244 (SEQ ID NO:349). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisii^ <a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, noore 



217 



wo 99/63088 



PCT/US99A2252 



preferably at least about 90% positives, most preferably at least about 95% positives when conq)arcd with 
amino acid sequence of residues 1 or 21 to about 91. inclusive of Figure 244 (SEQ ID NO:349). or (b) the 
complement of the DNA of (a). 

In another embodiment, the mveniion provides isolated PRO1097 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspea, die invention provides isolated native sequence PR01()97 pol^ 

embodiment, includes an amino acid sequence comprising residues 1 or 21 through 91 of Figure 244 (SEQ ID 
NO:349). 

In another aspect, the mvention concerns an isolated PRO 1097 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID NO:349): 

In a further aspert, die in vention concerns an isolated PRO1097 polypeptide, comprising an ammo acid 
sequence scoring at least about 80% positives, preferably a least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared witfi the amino acid sequence 
of residues 1 or 21 through 91 of Figure 244 (SEQ ID NO:349). 

In a still further aspect, die mvention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PRO1097 polypeptide having die 
sequence of amino acid residues from about 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID NO:349), 
or (b) die complement of die DNA molecule of <a). and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culmring a host cell 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (in) 
recovering the polypeptide from the cell culture. 

In yet anotiier embodiment, die invention concerns agonists and antagonists of die a native PRO 1(^97 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1097 antibody. 

In a further embodiment, die invention concerns a mediod of identifying agonists or antagonists of a 
native PRO1097 polypeptide, by contacting die native PRO1097 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition coiiq)rising a PRO 1097 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination widi a pharmaceutically acceptable carrier. 



105. PR011S3 

A cDNA clone (DNA59842-1502) has been identified, having two transmembrane domains and bemg 
very proline rich, diat encodes a novel polypeptide, designated in die present application as "PR01153." 

In one embodiment, die mvention provides an isolated nucleic acid molecule conq)rising DNA encoding 
a PROl 153 polypeptide. 
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In one aspect, the isolated nucleic acid comprises DNA having at kast about 80% sequence identic* 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 153 polypeptide havii^ 
the sequence of amino acid residues from abcmt 1 to about 197, mclusive of Figure 246 (SEQ ID NO:351), or 
(b) i3bt conq>lement of the DNA molecule of (a). 

5 In another aspect, the inventicm concerns an isolated nucleic acid molecule encoding a PR01153 

polypeptide conq>rising DNA hyl^idizmg to the con:q)lemem of the nucleic acid between about residues 92 and 
about 682, inclusive, of Figure 245 (SEQ ID NO:350). ^ Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid nx)lecule comprising DNA having 

10 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to <a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209982 
(DNA59842-1502), or (b) the con^lement of the DNA molecule of (a). In a preferred embodiment, the nudeic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human ]Hotein cDNA in ATCC 

IS Deposit No. 209982 (DNA59842-15Q2). 

In a still further aspect, the invention concerns an isolated nucleic acid nK>lecule conqnrising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 197, inclusive of Figure 246 (SEQ ID 

20 NO:35 1), or die complement of the DNA of (a). 

In a further aspea, the invention concerns an isolated nucleic acid molecule produced by hybridi^ng 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PROl 153 polypeptide 
ha^g the sequence oflmii»~acid"residuerfrom~abo^ 

NO:351), or (b) the complement of die DNA molecule of (a), and, if the DNA molmile has at least about an 
25 80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 1^% sequence identity to (a) or (b), isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 153 polypeptide, and its soluble, i.e. transmembrane domain deleted or inactivated variants, or is 
30 complementary to such encoding nucleic acid molecule. The transmembrane domains have been tentatively 
identified as extending fix>m about amino acid positions 10-28 and 85-1 10 in the PROl 153 amino acid sequence 
(Figure 246, SEQ ID NO:351). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisii^ (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
35 preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 to about 197, inclusive of Figure 246 (SEQ ID NO:351), or (b) die 
complement of the DNA of (a). 
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In anocher embodimoit. the invention provides isolated PROU53 polypeptide encoded by any of the 

isolated nucleic acid sequences heieinabove defined. 

Inaspecificaspea, the inventionprovides isolated native se<iuencePR01l53 polypeptide 

«nbo<Bnuait. includes an amino add sequence comprising residues 1 to 197 of Figure 246 (SEQ ID NO:351). 
In another aspett. the inventionconcerasan isolated PR01153 polypeptide, comprising an amino add 
5 sequence having at least about 80« sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 « sequence identity to the 
sequence of amino acid residues 1 to about 197. inclusive of Figure 246 (SEQ ID NO:35l). 

In a further aspect, the invention concerns an isolated PROl 153 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably a least about 85% positives, more preferably at least 
10 about 90% positives, most preferably at least about 95% positives when compared with the amino add sequence 
of residues 1 through 197 of Figure 246 (SEQ ID N0:3S1). 

to a still furtiier aspea, a» invention provides a polypeptide produced by (i) hyhritfzing a lest DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 153 polypeptide having the 
sequence of amino add residues from about 1 to about 197. inclusive of Figure 246 (SEQ ID NO:351). or (b) 
15 tiie complemcm of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identic, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence idemity to (a) or (b). (ii) culniring a host ceU comprising 
die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering die 
polypqxide from die cell culnire, 

20 

106. EBQllSi 

A cDNA clone (DNA59846-1503) has been identified diat encodes a novel aminopeptidase. designated 

in the presem aj^Iication as "PROl 154." 

In one embodiment, die inventionprovides an isolated nucleic acid molecule comprising DNA encodmg 

25 a PR01154 polypeptide. 

In one aspect, die isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 154 polypeptide having 
dK sequence of amino acid residues from about 1 or 35 to about 941. inclusive of Figure 248 (SEQ ID NO:353). 
30 or (b) dK conq>letnent of die DNA molecule of (a). 

to anodier aspect, die invention concerns an isolated nucleic acid molecule encoding a PROl 154 
polypeptide comprising DNA hybridizmg to die complemera of die nucleic acid between about residues 86 or 
188 and about 2908. inclusive, of Figure 247 (SEQ ID NO:35 2). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 
35 to a fimher aspect, die invention concerns an isolated nucleic acid molecule conning DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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e^^ding *c «une mature polypeptide encoded *e human p««ein cDN A In ATCC Deposit No^2099^ 
(DNA59846-1503).or(b)*ecomplementoftheDNAmolecuIeof(a). Inapxeferredembodin^Jheao^ 
acid comprises a DNA encoding .he san« matu« po^ 

Depostt No. 209978 (DNA59846-1503). ^ 

to a still fimher aspect. ti« imention conce™ an isolated m«le^ 
e^xKlingapclypeptidehavingatleasiaboutm seq^nce identity, preferably at least about 85% sequence 
iaenti.y.mareprefer,blyatleastabaut90% «q„eoce idemity. most preferably a least about 95* s^ 
Uienti,ytotbesequenceofaminoaddresid«e.from,ta^ lor 35 «, about 941. inch»ive of I'^u.e 248 (SEQ 
IDNO-353) or thccomplemcotof thcDNAof (a). 

■ toafur.l«raspect..tetavend<«concern.anisolated«^^^ 
a test DNA molecule under stringent conditions whh (a) a DNA molecule encoding a PR01154 polyp.^ 
having thesequence of amhK. add residues from about lor 35 to about 94^ 
NO:353). or (b).he complement of tbe DNA molecule of (a). «k1. if the DNA molecule has at least abo«^ 
80%sequenceidentity.preferablyatleastaboman85%sequenceito^^^^ 
s«p«nce Identity, most preferably at least about a 95% sequence id^^^ 

15 moleeme^ ^ ^ ^ ^^^^ ^ ^^^^^ ^^^^ 

e«:oding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
.preferably at least about 90% positives, most preferably at least about 95 % posiUves when compared wl^ *e 
!L acid sequence Of residues 1 or 35 to about 941. hK:lusive of Figure 248XSEQ ID NO:353). or (b) the 

20 conqrfcmentofdieDNAofCa). 

toano.heraspect.thehwemionconcernsanisolatednucleicacidmolecule»^^ 

enro>«^nE, polypeptide having amino adds lor 35 th rough about 73 of SEQ ID NO :353. 

to another embodunent. the invention provides isolated PR01154 polypeptide encoded by any of the 

isolated nucleic acid sequeiKcs hereinabove dcfmed. 

inaspedfic aspect, the hn«ntionprovidesisola,ednativesequencePR01154^^^ 

embodiment, mcludes an amino add sequence comprising residues 1 or 35 to 941 of Figure 248 (SEQ ID 

^°"^\aspecif.c aspect, the invention ptovidesapolypeptide having 
of SEQlDNO:353. 

30 toanotheraspect..heinventionconcemsanisolatedPROn54 polypeptide, comprising an ammo acul 

sequence havingatleastabout80% sequence idemity. preferably at least about 85% sequence identity, more 
preferably atleastabout90% sequence idendty. most preferably at leas, about 95% sequence identity to the 
sequence of amino acid residues 1 or 35 u, about 941 . inclusive of Figure 248 (SEQ ID NO:353). 
inafimher aspect, ti^inventionconcerns an isolated PR01154 polypeptide. 

sequence scoring at least abo« 80 % positives, preferably at leas, about 85 % positives, more preferably a, least 
about 90% positives, most preferably at least about 95%positiveswhencompaxedwith.he^ 

of residues 1 or 35 tiirough 941 of Figure 248 (SEQ ID NO:3S3). 
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In yet another aspect, the invention concerns an isolated PROl 154 polypeptide, comprising the sequence 
of amino acid residues 1 or 35 to about 941, inclusive of Figure 248 (SEQ ID NO:353), or a fragment thereof 
sufHcient to provide a binding site for an anti-PR01154 antibody. Preferably, the PROl 154 fragment retains 
a qualitative biological activity of a native PROl 154 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
5 molecule under stringent conditions widi (a) a DNA molecule encoding a PROl 154 polypeptide having the 
sequence of amino acid residues from about 1 or 35 to about 941 , inclusive of Figure 248 (SEQ ID NO:353), 
or (b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culmring a host cell 
10 comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypqvtide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR01154 
polypeptifte. In a particular embodimem, the agonist or antagonist is an anti-PROl 154 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
IS native PROl 154 polypeptide, by contacting the native PROi 154 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodimem, the invention concerns a composition conqnrising a PROl 154 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically accqitable carrier. 

20 lOr;. mom i 

A cDNA clone (DNA59847-1511) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PRO 1181". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 181 polypeptide. 

25 In one aspea, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 181 polypeptide having 
the sequence of amino acid residues from about I or about 16 to about 437, inclusive of Figure 250 (SEQ ID 
NO:355), or (b) the complement of the DNA molecule of (a). 

30 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 181 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 17 
or about 62 and abom 1327, inclusive, of Figure 249 (SEQ ID NO:354). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nticleic acid molecule comprising DNA having 

35 at least abom 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least abom 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protem cDNA in ATCC Deposit No. 203098 
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PNA59847-151 1) or (b) the coii^)leineat of the nucleic acid molecule of <8). In a preferred embodtment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by die human protein cDN A in 
ATCC Deposit No. 203098 (DNA59847-1511). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least abcmt 85% sequence 
5 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues I or about 16 to about 437, inclusive of Figure 250 (SEQ ID 
NO:355), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleoddes and produced by hybridizii^ a test DNA molecule under stringent conditions wiA (a) a DNA 

10 molecule encoding a PR0118I polypepdde having the sequence of amino acid residues from 1 or about 16 to 
about 437. inclusive of Figure 250 (SEQ ID NO:355), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefeieably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

15 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encodii^ 

a PROl 181 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine or is 
complementary to such encodiiig nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 15 in the sequence of Figure 250 (SEQ 
ID NO:355). The transmembrane domain is at amino acids positions 243-260 of Figure 250. 

20 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least' about 95% positives when compared with the 

amino add-sequence of-residues-l-or-about-I6 to about 437, inclusive of Figure-S^ 

the complement of the DNA of (a). 

25 Anotiier embodiment is directed to fragnients of a PROl 181 polypeptide coding sequence diat may fmd 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 249 (SEQ ID NO:354). 

30 In anodier embodiment, the invention provides isolated PROl 181 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 181 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 437 of Figure 
250 (SEQ ID NO:355). 

35 In another aspect, the invention concerns an isolated PROl 181 polypeptide, comprising an amino acid 

sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 



223 



wo 99/63088 PCT/US99/12252 

sequence of amino acid residues 1 or about 16 to about 437. inclusive of Figure 250 (SEQ ID NO:355). 

Inafuriheraspea.lheinventionconccrnsanisolatedPR01181 polypi comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85« positives, more preferably at least 
about 90 % positives . most preferably at least about 95 % positives when compared with the amino acid sequence 

of residues 1 or about 16 to about 437. inchisive of Figure 250 (SEQ ID Nb:355). 
5 inyetanothcraspert.theinventioncow«nsanisoktedPROU81polypeptide,comprisingthes« 

of amino acid residues 1 or about 16 to about 437. inclusive of Figure 250 (SEQ ID NO:355). or a fragment 
thereof sufficient to provide a binding site for an anU-PR01181 antibody. Preferably, the PROUSl fragment 
retains a quaUtativc biolo^ activi^ of a native PR01181 polypq>dde. 

In a stiB further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

10 molecule mider stringem conditions with (a) a DNA molecule encoding a PR01I81 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 437. inclusive of Figure 250 (SEQ ID 
NO:355). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more prefcraWy at least about a 
90% sequence identity, most preferably at least about a 95% sequence idemity to (a) or (b). (ii) culmring a host 

15 ceU comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering the polypeptide from die cell culture. 

108. PROn82 

A cDNA done {DNA59848-1512) has been identified, having homology to nucleic acid encoding 
20 conglutinin that encodes a novel polypeptide, designated in the present application as "PROl 182". 

In one embodimem, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01182 polypeptide. 

In one aspett. the isolated mideic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence idemity. most 
25 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 182 polypeptide having 
die sequence of amino add residues from about 1 or about 26 to about 271. indusive of Figure 252 (SEQ ID 
NO:357). or (b) the complemem of the DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nudeic acid molecule encoding a PR01182 
polypeptide comprising DNA hybridizing to the complemem of the nucleic acid between about nucleotides 67 
30 orabout 142 and about 879. inclusive, of Figure 251 (SEQ ID NO:356). Preferably, hybridization occurs under 

stringem hybridization and wash conditions. 

In a further aspect, the invention comxrns an isolated nucleic acid molecule comprising 

at least about 80% sequence identity, preferably at least about 85% sequence idemity. more preferably at least 
about 90% sequence idemity. most preferably at least about 95% sequeiice idemity to (a) a DNA molecule 
35 encoding dw same manue polypeptide encoded by die human protein d)NA in ATCC Deposit No. 203088 

(DNA59848-1512) or (b) die complement of die nucleic acid molecule of (a). In a preferred embodiment, die 
micleic acid comprises a DNA encoding die same mawie polypeptide encoded by die human protein cDNA in 
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ATCC Deposit No. 203088 (DNA59848-1512). 

In still a further aspect* the invention conceins an isolated nucleic acid molecule conq>rising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 8S% sequence 
identity, more preferably at least about 90% sequence identity, nx>st preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 271, inclusive of Figure 252 (SEQ ID 
S NO:357), or (b) the complement of the DNA of (a). 

In a furdier aspect, the inventioa conceins an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent condidoos widi (a) a DNA 
molecule encodix^ a PROl 182 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 271, inclusive of Figure 2S2 (SEQ ID NO:3S7), or (b) the complement of the DNA molecule of (a), and, 
10 if die DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about z9S% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 182 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine or is 
IS con^lementaiy to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from abom amino acid position 1 to about amino acid position 25 in the sequence of F^;ure 252 <SEQ 
ID NO:357). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
20 preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 

amino acid sequence of residues 1 or about 26 to about 271, inclusive of Figure 252 (SEQ ID NO:357), or (b) 

the complement of the DNA of (a). 
Another.embodiment is_direaed.to_fragmentsof a_PROJ182_polypepti 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
25 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

nucleotides in length and most preferably from about 20 to about 40 nucleotides in lengtii and may be derived 

from the nucleotide sequence shown in Figure 251 (SEQ ID NO:356). 

In another embodiment, the invention provides isolated PROl 182 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 
30 ' In a specific aspect, the invention provides isdated native sequence PROl 182 polypeptide, whidi in 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 271 of Figure 

252 (SEQ ID NO:357). 

In anodier aspect, the invention concerns an isolated PROl 182 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 26 to about 271, inclusive of Figure 252 (SEQ ID NO:357). 
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In a further aspect, the invention concerns an isolated PROl 182 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, mote preferably at least 
about 90% positives, most preferably at least about 95% positives when compared witfi the amino acid sequence 
of residues I or about 26 to about 271. inclusive of Figure 252 (SEQ ID NO:357). 

In yet another aspect, tiie mvention concerns an isolated PROl 182 polypeptide, comprising the sequence 
5 of amino acid residues 1 or about 26 to about 271. inclusive of Figure 252 (SEQ ID NO:357). or a firagment 
thereof sufficiem to provide a binding site for an anti.PR01182 antibody. Preferably, die PROl 182 fragment 
retains a qualitative biological activity of a native PR01182 polypeptide. 

In a stiU fiirtiier aspect, the invention provides a polypeptide produced by (i) hybridiring a test DN A 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01182 polypeptide having die 
10 sequence of amino acid residues from about lor about 26 to about 271. mclusive of Figure 252 (SEQ ID 
NO:357). or (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identior. more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence idemity to (a) or (b), (ii) culturing a host 
cell comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (in) 
15 recovering the polypeptide from the cell culture. 

In yet anodier embodiment, the invention concerns agonists and antagonists of a native PROl 182 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 182 antibody. 

In a fiirther embodiment, die invention concerns a mcdiod of identifying agonists or antagraists of a 
native PROl 182 polypeptide by contacting die native PROl 182 polypeptide witii a candidate molecule and 
20 monitormg a biological activity mediated by said polypeptide. 

In a still ftmher embodiment, die invention concerns a composition comprising a PROl 182 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

109. PR01155 

25 A cDNA clone (DNA59849-1504) has been identified, having sequence identity widi neurokmin B diat 

encodes a novel polypeptide, designated in die present plication as *PR01 155. " 

In one embodiment, die invention provides an isolated nucleic acid molecule con^rising DNA encoding 
a PROl 155 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
30 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 155 polypeptide havmg 
die sequence of amino acid residues from about 1 or 19 to about 135. inclusive of Figure 254 (SEQ ID NO:359), 
or (b) die complement of die DNA molecule of (a). The term -or" as used herein to refer to nucleic or anuno 
acids is meam to convey alternative embodiments, i.e., 1-135 or alternatively in anodier embo<taient. 19-135. 
35 In anodier aspea, die invention concerns an isolated nucleic acid molecule encodmg a PROl 155 

polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about residues 158 or 
212 and about 562, inclusive, of Figure 253 (SEQ ID NO:358). Preferably, hybridization occurs under stringent 
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bybridization and wash coDditions. 

In a furtto' aspect, the invention concerns an isolated nucleic add molecule comprising DNA having 

at least about 80% sequence idend^, preferably at least about 85% sequence idend^, more preferably at least 

about 90% sequence identity, most preferably a least about 95% sequence identity to (a) a DNA molecule 

encoding the same mature polypq>dde encoded by the human protein cDNA in ATCC Deposit No. 209986 
5 (DNAS9849-1504), or (b) die complement of the Ut^A molecule of (a). In a preferred embodimem, the nucleic 

acid comprises a DNA encoding the same mature polypeptide encoded by the human protem cDNA in ATCC 

Deposit No. 209986 (DNA59849-1504). 

In a still further aspect, the invention concerns an isolated nucleic acid mc^ecule conqyrising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
10 identity, more preferably at least about 90% sequence identity, most preferably at least about ^% sequence 

identity to the sequence of amino acid residues from about 1 or 19 to about 135, mclusive of Figure 254 (SEQ 

ID NO:359), or die complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced fay hybridizing 

a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PROl 155 polypqptide 
IS having the sequence of amino acid residues from about 19 to about 135, inclusive of Figure 254 <S£Q ID 

NO:359), or (b) die complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 

80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 

sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA 

molecule. 

20 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 

:--amino acid sequence of residues 1 or 19 to about 135rinclusive of Figure 254 (SEQ-lD NO:359),-or (b) die - 

complement of die DNA of (a). 

25 In another embodiment, die invention provides isolated PRO! 155 polypeptide encoded by any of die 

isolated nucleic acid sequences hereinabove defined. 

In a specific a^iect, the inventi<»i provides isolated native sequence PRO 1 155 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or 19 dumigh 135 of Figure 254<SEQ ID 
NO:359). 

30 In another aspect, die invention concerns an isolated PROl 155 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 19 to about 135, inclusive of Figure 254 <S£Q ID NO:359). 

In a furdier aspect, die invention concerns an isolated PROl 155 polypeptide, comprising an amino acid 

35 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with die amino acid sequence 
of residues I or 19 dirough 135 of Figure 254 (SEQ ID NO:359). 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridiziz^ a test DNA 
molecule under stringent condidons with (a) a DNA molecule encodiog a PR0115S polypeptide having the 
sequence of amino acid residues from about 1 or 19 to about 135, inclusive of Figure 254 (SEQ ID NO:359), 
or (b) the cQnq>lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
5 sequence identity, most preferably at least about a 95% sequence identity to(a)or(b), (ii)culturingahostcell 
comprising the test DNA molecule under conditions suitable for expression of tiie polypeptide, and (tii) 
recovering die polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR01155 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR011S5 antibody. 
10 In a further embodiment, die invention concerns a meUiod of identifying agonists or antagonists of a 

native PR01155 polypeptide, by contacting the native PR01155 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die invention concerns a composition comprising a PROl 155 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable earner. 

15 

110. FRQliM 

A cDNA clone (DNA59853-1505) has been identified diat encodes a novel secreted polypeptide, 
designated in the present plication as *PR01 156." 

In one embodiment, the invention provides an isolated nucleic acid molecxde comprising DNA encoding 
20 a PROl 156 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having ai least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 156 polypeptide having 
the sequence of amino acid residues from about 23 to about 159, inclusive of Figure 256 (SEQ ID NO:361), or 
25 (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 156 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 281 and 
about 688, inclusive, of Figure 255 (SEQ ID NO:360). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
30 In a furdier aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence idemi^, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identic, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209985 
(DNA59853-1505), or (b) die complement of die DNA molecule of (a), to a preferred embodiment, die nucleic 
35 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 209985 (DNA59853-1505). 
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in a sdll further aspect^ the invention conceins an isolated nucleic acid molecule conqnisingXa) UNA 
encodiog a polypeptide tiaving at least about 80% sequence identity, preferably at least abc^ 85% spqwaiPf 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identic to the sequence of amino acid residues from about 23 to about 159, inclusive of Figure 256 (SEQ ID 
NO:361), or the complement of fhe DNA of (a). 
5 In a funfaer aspect, the invention concerns an isolated nucleic acid molecule having at least 50 

nucleotides, preferably at least 100 nucleoddes, and produced by hybridiziqg a te^ DNA molecule under 
stringent conditions with (a) a DNA molecule encoding a PROl 156 polypeptide ha^g the sequence of aminn 
acid residues from about 23 to about 159, inclusive of Figure 256 (SEQ ID NO:361), or (b) the conq^lemeitt of 
the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, ]mfeiably 

10 at least about an 85% sequence identity, more preferably a least about a 90% sequence identic, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspea, the invention provides an isolated nucleic acid molecule comprising DNA cncodii^ 
a PROl 156 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively Srf^^tifwrf as 

15 extending from amino acid position 1 to about amiiK> acid position 22 in the sequence of Figure 256 (SEQ ID 
NO:361). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisiiig (a) DNA 
encoding a polypq)tide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
20 amino acid sequence of residues 23 to about 159, inclusive of Figure 256 (SEQ ID NO:361), or (b) the 
complement of the DNA of (a). 

In another aspect, the invention concerns hybridization probes that comprise fragments of the PR0784 

coding sequence, or-complementary sequence thereof.— The hybridization probes prefe 

20 nucleotides to about 80 nucleotides, and more preferably, at least about 20 to about 50 nucleotides. 
25 In another embodiment, the invention provides isolated PROl 156 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

Inaspecificaspect,tiieinventionprovidesisolatednativesequencePR01156polypeptide, whichinone 
embodiment, includes an amino acid sequence comprising residues 23 to 159 of Figure 256 (SEQ ID NO:361). 
In another aspect, the invention concerns an isolated PROl 156 polypeptide, comprising an amino acid 
30 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identic, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 23 to about 159, inclusive of Figure 256 (SEQ ID NO:361). 

In a further aspect, the invention concerns an isolated PROl 156 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
35 about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 23 to 159 of Figure 256 (SEQ ID NO:361). 
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Inyetanofteraspect.theinwnttoncoDcen«anisolatedPROU5^ 
of amino acid residues 23 to about 159. inclusive of Figure 256 (SEQ ID NO:361). or a fragment thereof 
sufficient to provide a binding site for an anti-PR01156 antibody. Preferably, tbe PR01156 fragment retains 
a qualiutivc biolopcal activiv of a native PROl 156 polypqrtide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01156 polypeptide having the 
sequence of ammo acid residues from about 23 to «dx«t 159. inclusive of Rguie 256 (SEQ ID NO:36l). or (b) 
the complement of the DNA molecule of (a) , and if the test DNA molecule has at least abom an 80 % se<^ 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
ideniity.most preferably at least abouta95% sequence identity to(a) or (b).(ii)culturinga^ 
the test DNA molecule under conditions suitable ifor expression of the polypeptide, and fiii) recoveriiig the 
polypqKide from the cell culture. 



111. PRO1098 

A cDNA done (DNA59854-1459) has been idenUfied which encodes a novel polypeptide, designated 

15 in the prcsem an>lication as "WIO1098." 

to one embodiment, the nivention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO1098 polypeptide. 

to one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence idemity. more preferably at least about 90% sequence identhy. most 
20 preferably at least about95% sequence identity to (a) a DNA molecule encoding a PRO1098 polypeptide having 
the sequence of amino acid residues ftom about I or 20 to about 78. inclusive of Figure 258 (SEQ ID NO:363). 
or (b) the complement of d« DNA molecule of (a). The term "or" as used herein to refer to ammo or nucleic 
acids is meant to refer to two alternative embodiments provided herein, i.e.. 1-78, or m anotiier embodiment. 
20-78. 

25 In anotiter aspect, ibt tavention concerns an isolated nucleic acid molecule encoding a PRO1098 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 58 or 
115andabout291.inclusive.ofFigure257(SEQIDNO:362). Preferably, hybridization occurs under stringem 

hybridization and wash conditicms. 

fa a fimher aspect, the invention concerns an isolated nucleic acid molecule comprismg DNA having 

30 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence idemity. most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209974 
(DNA59854-1459). or (b) die complement of the DNA molecule of (a), to a preferred embodiment, die nucleic 
acid comprises a DNA encoding the same manire polypeptide encoded by the human protein cDNA in ATCC 

35 Deposit No. 209974 (DNA59854-1459). 

fa a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
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idcntiiy. more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identiQr to the sequence of amino acid residues from about 1 or 20 to about 78. inclusive of Figure 258 (SEQ 
ID NO:363), or the conq>lemeiit of die DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions widi (a) a DNA molecule encoding a PRO1098 polypeptide 

having die sequence of amino add residues fh>m abom 1 or 20 to abom 78. inchidve of Figure 258 (SEQ ID 
NO:363). or (b) die complement of die DNA molecule of (a), and. if the DNA molecule has at least about an 
80 % sequence identity, preferabty at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or <b). isolating flie test DNA 
molecule. 

In anodier aspect, die invention concemis an isolated nucleic acid molecule comprisfaig (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferabty at least about 85% positives, more 
preferably at least about 90% positives, most preferably at.least about 95% positives when compared widi die 
amino acid sequence of residues 1 or 20 to about 78, inclusive of Figure 258 (SEQ ID NO:363). or (b) die 
complement of the DNA of (a). 
15 In anodier embodiment, die invention provides isolated PRO1098 polypeptitte encoded by aity of die 

iscdated nucleic acid sequences hereinabove defined. 

In aspedfic aspect, die invention provides isdated native sequence PRO1098 polypeptide, which inone 
embodiinent, includes an amino add sequence comprising residues 1 or 20 duough 78 of Figure 258 (SEQ ID 
NO:363). 

20 In anodier aspea, die invemion concerns an isolated PRO1098 polypeptide, comprising an amino add 

sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 

_ sequence of ammo add resi dues I or 2 0 to ttaaut 78. inc lusive o f FigiueK8_(SEQ.ID_NO:363) 

In a fiirdier aspect, die invention concerns an isolated PRO1098 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, prefsiably at least about 85% positives, more preferably at least 
about 90% positives, most preferabty at least about 95% positives when compared widi die amino acid sequence 
of residues 1 or 20 dmnigh 78 of Figure 258 (SEQ ID NO:363). 

In a stiU fimher aspect, die mvention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1098 polypeptide having die 
sequence of amino acid residues from about 1 or 20 to about 78. mdusive of Figure 258 (SEQ ID NO:3S3). 
or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferabty at least about a 95% sequence identity to (a) or (b). (ii) culmring a host cdl 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
35 recovering the polypeptide from die cell culmre. 
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112. mam. ^ , 

A cDNA clone (DNA«>283-1484) has been identified lhat encodes a novel secreted polypeptide. 

designated in die present plication as "PR01127." 

Inoncembodiinem.theinventionprovidesanisolatednucleicacidnK,lea^ 

a PR01127 polypqitidc, . 
5 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence uJenwy . 

preferably at least about 85% sequence identity. ^ preferably at least about 90% sequence identity, most 
preferably at leas.abom95%sequenceidendtyu,(a)aDNAmolec»leencoding.PR01^ 

the sequence of amino acid residues from abontlor 30 to about 67.incto^^ 
or(b)thecomplementoftheDNAmoleculeof(a). Tteterm-or- mrefe.m:etoaminoorn«^^ 
10 herein refen, to two alternative embodiments. i.e.. 1-67 m one embodimem. or altetn^ 

In another aspea. the invemion concerns an isolated nucleic acid molecule encoding a PR01127 
polypeptide comprising DNA hybridizing to the complemem of ihc nucleic acid between about residues 126 or 
213andabout326. i™:lusive.ofFig«re259(SEQIDNO:364). Preferably, hybridization occurs mriersmngem 

hybridization and wash conditions. 
15 to a funher aspect, the im«mion concerns an isolated nucleic acid molecule comprising DNA having 

a, least about 80% sequem* identity, preferably at least about 85 % sequence idemity . more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity m (a) a DNA molecule 
e«:oding the same mamre polypeptide e«:oded by the human protein cDNA in ATCC DeposU No. 203043 
(DN A60283-1484), or (b) the complemem of the DNA molecule of (a). In a preferred embodiment, the m«de«: 
20 acid comprises a DNA encoding .he same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203043 (DNA60283-1484). 

in a still further aspect, the invemion concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at leas, about 80% sequence identity, preferably at leas, about 85% sequence 
identity more preferably at least about 90% sequence idemity. most preferably a. least about 95% sequence 
25 idemity to the sequence of amino acid residues from about 1 or 30 to about 67 . inclusive of Figme 260 (SEQ 
ID NO:365), or the con^>lemem of the DNA of (a). 

In a fimher aspect, the invemion concerns an isoUted nucleic acid molecule produced by hybridiong 
a test DNA molecule under stringem conditions with (a) a DNA molecule encoding a PROI127 polypeptide 
having the sequence of amino acid residues from abom 1 or 30 to about 67. mctasive of Figure 260 (SEQ ID 
30 NO-365). or (b) the complemem of the DNA molecule of (a), and. if the DNA molecule has at leas, about an 
80%sequenceidemity.pieferably at least aboman85%seque«:eidemi.y.more preferably 
sequence idemi.y. most preferably at least about a 95% sequence identity to (a) or (b). isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated micleicacid molecule comprising DNAencodmg 
35 a PR011Z7 polypeptide widwut ti« N-terminal signal sequence and/or the initiating meduonine. The signal 
peptidehasbeen tentatively idemifiedasextendingfrtm. amino acid position!^ 

29 in the sequence of Figure 260 (SEQ ID NO:365). 
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In another aspect, the inventioii concerns an isolated nucleic acid molccnle conqirising (a) DNA 
encoding a polypeptide scoring at least abo« 80% positives, pr^^ 

preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or 30 to about 67. inclusive of Figure 260 (SEQ ID NO:3<5S). or (b) the 

complement of the DNA of (a). 
5 Another embodimem is directed to fagmentsofa PROl 127 polypeptide coding sequence that may fM 

use as hybridization probes. Such nucleic acid fragments arc from about 20 through about 80 nucleotides in 
lenglfa. preferably from about 20 through about 60 nucleotides in length, more preflsraWy from about 20 through 
abow 50 nucleotides m lengfli. and most preferably from about 20 through abom 40 nucleotide 

In another cmbodunent, fte invention provides isolated PR01127 polypeptide encoded by any «f ti» 
10 isolated raicldc acid sequences hereinabove defined. 

Inaqiecific aspect, the invention provides isolated native sequence PR01127 polypq)tide, which inane 
embodiment, inchides an amino acid sequence conqwising residues 1 or 30 flirough 67 of Figure 260 (SEQ ID 
NO:365). 

In another aspect, the invention concerns an isolated PROl 127 polypeptide, comprising an amino acid 
15 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or 30 to about 67. inclusive of Figure 260 (SEQ ID NO:36S). 

In a further aspect, the invention concerns an isolated PROl 127 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives. prefiaaWy at least about 85 % positives, more prefieraMy at least 
20 about 90% positives, most preferably at least about 95% positives when compared widi the amino acid sequence 
of residues 1 or 30 through 67 of Figure 260 (SEQ ID NO:365). 

In a stiU fimher aspect. Ae invention provides a polypeptide produced by (i) hybridizing a test DNA 

^ojeculenmder stringem conditions with (a) a-DNA-molecule-encod 

sequence of amino acid residues from about 1 or 30 to about 67. inclusive of Figure 260 (SEQ ID NO:365). or 
25 (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence Identity to (a) or (b). (u) culturing a host ceU 
con^riang the test DNA molecule under conditions suitable for expression of flie polypeptide, and (iii) 
recovering the polypeptide from dw cell culture. 
30 In yet anoAer embodimem. die invention concerns agonists and anugonists of the a native PROl 127 

polypeptide. In a particular embodimem. the agonist or antagonist is an anti-PROI 127 antibody. 

In a furtiier embodimert. Out invention concerns a method of identifying ^onists or aniagonisis of a 
native PROl 127 pdypqnide, by contacting the native PROl 127 polypeptide widi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
35 In a still furdier embodiment, (be invration concerns a composition conning a PROl 127 polypqiude. 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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113. PR01126 

A cDNA clone (DNA60615-1483) has been identified, having homology to nucleic acid eroding 
olfectomedin that encodes a novel polypeptide, designated in the present application as "PR01126". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PROli26 polypeptide. 

5 In one aspect, the isolated nucleic acid conqiriscs DNA having at least about 80% sequence identiiy, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 126 polypeptide having 
the sequence of amino acid residues from about 1 or about 26 to about 402, mdusivc of Figure 262 (SEQ ID 
NO:367). or (b) the complement of the DNA molecule of (a). 
10 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRdU26 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 1 10 
or about 185 and about 1315, inclusive, of Figure 261 (SEQ ID NO:366), Preferably, hybridizaticm occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention com:ems an isolated nucleic acid molecule comprising DNA having 
15 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence idemity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by the human protein cDNA m ATCC Deposit No. 209980 
(DNA60615-1483) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in 
20 ATCC Deposit No. 209980 (DNA60615-1483). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID 
25 NO:367). or 0>) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROl 126 polypeptide having the sequence of ammo acid residues from 1 or about 26 to 
about 402. inclusive of Figure 262 (SEQ ID NO:367). or (b) the complement of the DNA molecule of (a), and, 
30 if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b). isolating the test DNA molecule. 

hi a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 126 polypeptide, with or without die N-terminal signal sequence and/or the initiating methionine, or is 
35 con^lementary to such wicoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending ftom about amino acid position 1 to about amino acid position 25 in the sequence of Figure 262 (SEQ 
IDNO:367). 
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In anodier aspect, the invention ccmcems ^ isolated nucleic acid molecule conqnising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID NO:367), or (b) 
the complement of the DNA of (a). 
5 Another embodiment is directed to fragments of a PRO 11 26 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides m leogdi, 
preferably from about 20 to about 60 nucleotides m lengdi, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides m length and may be derived 
from the nucleotide sequence shown in Figure 261 (SEQ ID NO:366). 
10 In another embodiment, the invention provides isolated PROl 126 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the mvention provides isolated native sequence PROI 126 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 402 of Figure 
262 (SEQ ID NO:367). 

IS In another aspect, die invention concerns an isolated PROl 126 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID NO:367). 

In a further aspect, the invention concerns an isolated PROl 126 polypeptide, comprising an amino acid 

20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 26 to about 402, inchisive of Figure 262 (SEQ ID NO:367). 

In yetanother aspect, the invention concerns an isolated PROl 126 polypepti 

of ammo acid residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID NO:S67). or a fragment 

25 tiiereof sufficient to provide a binding site for an anti-PROl 126 antibody. Preferably, die PROI126 fragment 
retains a qualitative biological activity of a native PROl 126 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 126 polypeptide havis^ the 
sequence of amino acid residues from about 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID 

30 NO:367), or (b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, andXiii) 
recovering the polypeptide from die cell culture. 

35 In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 126 

polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 126 antibody. 
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In a further embodiment, the invention concerns a method of identic agonists or antegonists of a 
native PR01126 polypeptide by comaciing tlic native PR01126 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said pc^rpeptide. 

In a stiU further embodiment, the invention concerns acomposidon comprismg a PROl 126 polypeptide, 
or an agonist or antagonist as hereinabove defmed, hi combtoation with a pharmaceuticaUy acceptable carrier. 

5 

114. EBfiim 

A cDNA clone (DNA60619-1482) has been identified, having beta-transducm femily Trp-Asp (WD) 
conserved regions, that encodes a novel polypeptide, designated in the present j^licatiMi as "PR01125.- 

to one embodiment, the invenii<m provides an isolated nucleic acid molecule comprising DN A encoding 

0 a PROU25 polypeptide. 

to one aspta, the isolated nucleic acid con^rises DN A having at least about 80% sequence identic, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence idartiQr to (a) a DNA molecule encoding a PROl 125 polypeptide having 
tiw sequence of amtoo acid residues from about 1 or 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369). 
.5 or (b) the complement of die DNA molecule of (a). As used herein, "or" when referrmg to nucleic acids or 
anuno acids, refers to two alternative embodhnents, l.e., 1-447 and 26.447. 

to another aspect, flie .mvention concenis an isolated nucleic acid molecule encodmg a PR0112S 
polypeptide comprising DNA hybridizmg to the complement of the nucleic acid between about residues 47 or 
122 and about 1387. inclusive, of Figure 263 (SEQ ID NO:368). Preferably, hybridization occurs under 
20 stringem hybridization and wash conditioiis. 

In a ftmher aspect, the invention concenss an isolated nucleic acid molecule comprising DNA having 
atleastsiboul80% sequence idenii v. preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Dcposh No. 209993 
25 (DNA60619-1482). or (b> ti» complement of die DNA molecule of (a), to a preferred embodiment, die nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA in ATCC 
Depostt No. 209993 (DNA60619-1482). 

In a stiU fimher aspect, die inventicm concerns an isolated nucleic acid molecule conqirising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
30 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identiqr to die sequence of amino acid residues from about 1 or 26 to about 447. mclusive of Figure 264 (SEQ 
ID N0:369), or die complement of die DNA of (a). 

to a fimher aqiea. die invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions witti (a) a DNA molecule encoding a PR01125 polypeptide 
35 havmg die sequence of amino acid residues from about 1 or 26 to about 447. mclusive of Figure 264 (SEQ ID 
N0:3e9), or (b) die convlement of tiie DNA molecule of (a), and, if die DNA molecule has at least about an 
80 % sequence idemity , preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
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sequence identity* most preferably at least about a 95% sequei^ identity to (a) or (b), isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprisiAg DNA encoding 
a PR0112S polypeptide* widi or without the N-terminal signal sequence and/or the initiating methionine* and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementaty to such encoding 
5 nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 throug}) about amino acid position 25 in the sequence of Figure 264 (SEQ ID NO:369). 

In another aspect, the invention conoems an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
10 amino acid sequence of residues I or 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369), or (b) die 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PROl 125 polypeptide encoded by any of the 
isolated nucleic ^id sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 125 polypeptide, which in one 
15 embodiment, includes an amino acid sequence conqnrising residues 1 or 26 to 447 of Figure 264 (SEQ ID 
NO:369), 

In another aspect, the invention concerns an isolated PROl 125 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

20 sequence of amino acid residues 1 or 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369). 

In a further aspect, the invention concerns an isolated PROl 125 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

aboitt 90%-positives,.most.preferably_at least about.95.%_positives when compared jvith^t^^ 

of residues 1 or 26 through 447 of Figure 264 (SEQ ID NO:369). 

25 In yet another aspect, the invention concerns an isolated PRO 1 125 polypeptide, comprising the sequence 

of anuno acid residues 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369}, or a fragment thereof 
sufficient to provide a binding site for an anti-PROl 125 antibody. Preferably, the PROl 125 fragment retains 
a qualitative biological activi^ of a native PRO! 125 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

30 molecule under stringent conditions with (a) a DNA molecule encoding a PROl 125 polypeptide having the 
sequence of amino acid residues from about 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369), or(b) 
die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) colturing a host cell comprising 

35 the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 
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In yet another embodiment, the invention concems agonists and antagonists of the a native PROl 125 
polypeptide. In a particular embodiment, the agonist or antagomst is an ami-PROl 125 antibody. 

In a further embodiment, the invention concerns a method of identifying ag<^ 
native PROl 125 polypeptide, by contacting the mitive PROl 125 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

5 

115. raoii86 

A cDNA clone (DNA60621-1516) has been identified that encodes anovel polypeptide having sequence 
identity wifli venom protein A and designated in 4e present application as -PR01186." 

In one embodiment, the invention provides an iscrfated nucleic acid molecule comprising DN A encoding 

10 a PROl 186 polypeptide. 

In one aspect, Ae isolated mideic acid comprises DNA having at least about 80% se<pience identiQr. 
preferably at least about 85% seqjience identity, more preferably at least about 90% sequence identiQr. most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 186 polypeptide having 
tiie sequence of amino acid residues from about 20 to about 105. inclusive of Figure 266 (SEQ ID NO:371), or 
IS (b)tiiecomplementof die DNA molecule of (a). 

In anodwr aspea, the invention concerns an isolated nucleic acid molecule encoding a PR01186 
polypeptide con^irismg DNA lQrbridi2ang to &e conq>lemcm of die nucleic acid between about residues 148 and 
about 405. inclusive, of Figure 265 (SEQ ID NO:370). Preferably, hybridization occurs under strlngem 
t^bridization and wash conditions. 
20 In a further aspect, the invention concems an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same manire polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203091 
(DNA60621-1516). or (b) the conqilememt of the DNA molecule of (a). In a preferred embodiment, the nucleic 
25 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203091 (DNA60ffll-lS16). 

In a stffl further aspect, the invention concems an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
30 identity to die sequence of anrino acid residues from about 20 to about 105, inchisive of Figure 266 (SEQ ID 
NO:37 1), or the complement of die DNA of (a). 

In a fiinher aspect, die mvention concems an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions wifli (a) a DNA molecule encoding a PROl 186 polypeptide having the sequence of 
35 amino acid residues from about 20 to about 105, inclusive of Figure 266 (SEQ ID NO:371), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identic, more preferably at least about a 90% sequence identity, most 
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preferably at least about a 95% sequence identic to (a) or (b), isolating the test DNA molecule. 

In another aspect* the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypqrtide scoring at least about 80% positives, preferably at least about 85% positiws» more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ammo acid sequence of residues 20 to about 105. inclusive of Figure 266 (SEQ ID NO:371). or (b) the 
5 con^lcmcnt of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 186 polypeptide coding sequence tiiat may find 
use as hybridization probes. Such nudeic add fegments arc from about 20 through abom 80 nucleotides m 
length, preferably from about 20 ihrough about 60 nucleotides in length, more preferably from about 20 througli 
about 50 nucleotides in lengdi, and tnost preferably from about 20 throu^ about 40 micleoddes in length. 
10 In another embodiment, the invention provides isolated PROl 186 polypeptide encoded by any of tltt 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PROl 186 polypeptide, which inone 
embodiment, includes an amino acid sequence comprising residues 20 through 105 of Figure 266 (SEQ ID 
NO:371). 

15 In another aspect, the invention concerns an isolated PROl 186 polypeptide, comprismg an amino acid 

sequence havmg at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identic, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 105, mclusive of Figure 266 (SEQ ID NO:371). 

In a fiirtiier aspect, the invention concerns an isolated PROl 186 polypeptide, comprising an amino acid 

20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 20 through 105 of Figure 266 (SEQ ID NO:371). 

I^y^aiotKCTasp^t7theinven^^ 

of amino acid residues 20 to about 105, inclusive of Figure 266 (SEQ ID NO:371), or a fragment thereof 

25 sufficiem to provide a bmding site for an anti-PROl 186 antibody. Preferably, die PROl 186 fragment retains 
a qualitative biological activity of a native PROl 186 polypeptide. 

In a stUl further aspect, the inventicm provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule eiKoding a PROl 186 polypeptide havii« the 
sequence of ammo acid residues from about 20 to about 105, inclusive of Figure 266 <SEQ ID NO:371). or (b) 

30 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or <b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

35 In yet another embodiment, die invention concerns agonists and antagonists of the a native PROl 186 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 186 antibody. 
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In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01186 polypeptide, by contacting the native PR01186 polypqptidc with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition con:q)rising a PRO 1 1 86 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a f^iarmaceutically acce[Mable carrier. 

5 

116. PR01198 

A cDNA clone (DNA60622-1525) has been identified tet encodes a novel secreted polypeptide 
designated in the present application as *'PR01198." 

In one embodimem, the invention provides an isolated nucleic acid molecule comprising DN A encoding 

10 a PROl 198 polypeptide. 

In one aspea, the isolated nucleic acid conqirises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 198 polypeptide havii^ 
the sequence of amino acid residues from about 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373), or 

IS (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 198 
polypeptide comprising DNA hybrididng to the complement of the nucleic acid between about residues 156 and 
about 740, mchisive, of Figure 268 (SEQ ID NO:373). Preferably, hybridization occurs under strmgent 
hybridization and wash conditions. 

20 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence ideiitity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203090 
(DNA60622-1525), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 

25 add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in ATCC 
Deposit No. 203090 (DNA60622-1525). 

In a still further Bspccu the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least aboiU 85% sequeix^e 
identic, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

30 identity to the sequence of amino acid residues from about 35 to about 229, inclusive of Figure 268 (SEQ ID 
NO:373), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
tmder stringent conditions with (a) a DNA molecule encoding a PROl 198 polypeptide having the sequence of 

35 amino acid residues from about 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence idendty , 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 



240 



WO99/d3088 



PCT/US99/12M 



preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01198 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nudeic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position I throug}iabomaniino acid position 35 in the sequence of Figure 268 
5 (SEQ ID NO:373). 

In another aspect, the invention concerns an isolated nucleic acid molecule oonqnising (a) DNA 
encodmg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, nxire 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373), or (b) the 

10 complement of the DNA of (a). 

Another embodinient is directed to fragments of a PROl 198 polypeptide coding sequence thm 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in leagth, 
preferably from about 20 to about 60 nucleotides in leiigth, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

15 In aitother embodimem, the invention provides isolated PROl 198 polypeptide eiuxxkd by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 1 98 pol3q)eptide, which in ooe 
embodiment, includes an amino acid sequence comprising residues 35 to 229 of Figure 268 (SEQ ID NO:373). 
In another aspect, the invention concerns an isolated PROl 198 polypeptide, comprising an amino acid 

20 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373). 

In a fmtheF aspea,-the invention concerns an isolated:PR01 198 polypeptide>^c^ — 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

25 about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 35 to 229 of Figure 268 (SEQ ID NO:373). 

In yet another aspect, the invention concerns an isolated PRO 1 1 98 polypeptide, conqprising the sequence 
of amino acid residues 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl 198 antibody. Preferably, the PROl 198 fragmem retains 

30 a qualitative biological activity of a native PROl 198 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizii^ a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 198 polypeptide having the 
sequence of amino acid residues from about 35 to about 229, inclusive of Figure 268 (S£Q ID NO:373), or<b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 

35 identic, preferably at least about an 85% sequence identity, more preferably zt least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
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polypeptide from the cell culture. 
117. PR011S8 

A cDNA clone (DNA60625-1S07) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PROllSS*. 
5 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01158 polypeptide. 

In one aspect, the isolated nucleic acid conqirises DNA having at least about 80% sequence identiqr, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI158 polypeptide having 

10 the sequence of amino acid residues from about 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375), or 
(b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO! 158 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 220 and 
about 531, inclusive, of Figure 269 (SEQ ID NO:374). Preferably, hybridization occurs under stringent 

IS hybridization and wash conditions. 

In a IFurther aspect, the invention concerns an isolated nucleic acid molecule conqnrising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209975 

20 (DN A60625-1507), or Qj) the complement of die DNA molecule of (a). In a preferred embodiment, die nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 209975 (DNA60625-1507). 

In a still further a^ct, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

25 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 123, inclusive of Figure 270 (SEQ ID 
NO:375), or the con^)lemcnt of the DNA of <a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 

30 under stringent conditions with (a) a DNA nx)lecule encoding a PROl 158 polypeptide having die sequence of 
amino acid residues from about 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375), or (b) die 
complemem of die DNA molecule of (a), and, if die DNA molecule has at least about an 80 % sequence identiQr, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or 0>), isolating die test DNA molecule. 

35 In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 158 polypeptide, widi or widiout die N-terminal signal sequence and/or the initiating mediionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
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nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino add position 19 in the sequence of Figure 270 (SEQ ID NO:375). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 56 to about amino acid 
position 80 in the PROl 158 amino acid sequence (Figure 270» SEQ ID NO:375). 

In another aspect, the invention concerns an isolated nucleic acid molecule conq)rising (a) DNA 
5 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, moie 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375), or (b) the 
conq>lement of the DNA of (a). 

In another aspect, the invention concerns hybridization probes that comprise fragments of the PROl 158 
10 coding sequence, or conq>lementary sequence thereof . The hybridization probes preferably have at least about 
20 nucleotides to about 80 nucleotides, and more preferably, at least about 20 to about 50 nucleotides. 

In another embodhnent, the invention provides isolated PROl 158 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 158 polypeptide, which in one 
15 embodimem, indudes an amino add sequence conqinsing residues 20 to 123 of Figure 270 (SEQ ID NO:375). 

In another aspea, the invention concerns an isolated PROl 158 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375). 
20 In a further aspect, the invention concerns an isolated PROl 158 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 

of.residues-20-tO-123-of Figure 270-(SEQID-NO:375) 

In yet another aspect, the invention concerns an isolated PROl 158 polypeptide, comprising the sequence 
25 of amino acid residues 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375), or a fr^ment thereof 
sufficient to provide a binding site for an anti-PR01158 antibody. Preferably, the PROl 158 fragment retams 
a qualitative biological activity of a native PROl 158 polypqitide. 

In a still further aspect, the invention provides a polypeptide produced by <i) hybridizing a test DNA 
molecule under strmgent conditions with (a) a DNA molecule encoding a PR01158 polypeptide having the 
30 sequence of amino acid residues from about 20 to about 123. inclusive of Figure 270 (SEQ ID NO:375). or (b) 
tiie complement of the DNA molecule of (a), and if the test DNA molecule has at least abom an 80% sequence 
identity, preferably at least about an 85% sequence identity, more fHcferably at least abotxt a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cdturing a host cell con^rising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and <iii) recoverit^ the 
35 polypeptide from die cell culnire. 
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A cDNA clone (DNA60627-1508) has been identified that encodes a novel secreted polypeptide, 
designated in die present i^lication as •PR01159*, 

In one embodiment, the invention provides an isolated nucleic acid molecule conq>rising DN A encoding 

a PROl 159 polypeptide. 

5 In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule cncodmg a PRO 1 159 polypeptide having 
die sequence of amino acid residues from about 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID 
NO:377), or (b) die con^ilement of die DNA molecule of (a). 
0 In anodier aspea, die invention concerns an isolated nucleic acid molecule encoding a PROl 159 

polypeptide conq)rising DNA hybridizing to die complement of die nucleic acid between about nucleotides 92 
or about 137 and about 361. inclusive, of Figure 271 (SEQ ID NO:376). Preferably, hybritotion occurs under 
stringent hybridization and wash conditions. 

In a further aspect, die mvention concerns an isolated nucleic acid molecule comprismg DNA havmg 
5 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203092 
(DNA60627-1508) or (b) die complement of die nucleic acid molecule of (a). In a preferred embodiment, die 
nucleic acid conqnises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in 
20 ATCC Deposit No. 203092 (DNA60627-1508). 

In still a further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID 
25 NO:377), or (b) die complement of die DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditicms widi (a) a DNA 
molecule encodmg a PROl 159 polypeptide having die sequence of amino acid residues from 1 or about 16 to 
about 90, inclusive of Figure 272 (SEQ ID NO:377), or (b) die complemem of die DNA molecule of (a), and, 
30 if die DNA molecule has at least about an 80 % sequence identity, prefcreably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 159 polypeptide, widi or widiout die N-terminal signal sequence and/or die initiating mediiomne, or is 
35 complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about ammo acid position 1 to about amino acid position 15 in die sequence of Figure 272 (SEQ 
ID NO:377), 
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In another aspect, the inventkm concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when con^Kued with die 
amino acid sequence of residues 1 or about 16 to about 90, mclusive of Figure 272 (SEQ ID NO:377), or (b) 
the complement of the DNA of <a). 
5 Another embodimem is directed to fragments ofaPROl 159 po]ypq)tide coding sequence that may lln^ 

use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides m leiigth, 
preferably from about 20 to about 60 nucleotides in length, nrare preferably from about 20 to about 50 
nucleotides in length and most preferably firom about 20 to about 40 nucleotides in leiigdi and may be derived 
from the nucleotide sequence shown in Figure 271 (SEQ ID NO:376). 
10 In another embodiment, the invention provides isolated PROl 159 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a speciHc aspect, the invention provides isolated native sequence PROl 159 polypqytide, vAnch m 
certain embodiments, mcludes an amino acid sequence comprising residues 1 or about 16 to about 90 of Figure 
272 (SEQ ID NO:377). 

15 In another aspect, the invention concerns an isolated PROl 159 polypeptide, conq>rising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID NO:377). 

In a further aspea, the invention concerns an isolated PRO 1 1 59 polypeptide, comprising an amino acid 

20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID NO:377). 

In yet anotheraspect,.the invention concenis an isolated PROl 159-polypeptide - 

of amino acid residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID NO:377), or a fragment 

25 dtereof sufficient to provide a binding site for an anti-PROl 159 antibody. Preferably, the PROl 159 fragment 
retains a qualitative biological activity of a native PROl 159 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
nK>lecule under stringent conditions widi (a) a DNA molecule encoding a PROl 159 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID 

30 NO:377), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identiQr, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence idendty, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culniring a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

35 
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119. PR01124 

AcDNA done (DNA60629-1481) has been identified, having sequence identiiy with a chloride channel 
protein and hmg-endothelial ceU adhesion molecule-l <EAM-1) that encodes a novel polypeptide, designated in 
die present i^lication as ''PR01124.'' 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 124 polypeptide. 

In one aspect, die isotated nucleic acid comprises DNA having at least about 80% sequence identity. 
pi«ferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 1 24 polypeptide having 
tiie sequence of amino acid residues from about 1 or 22 to about 919. inclusive of Figure 274 (SEQ ID NO:379). 
) or (b) die complemem of flic DNA molecule of (a): As used herein, "or-. i.e.. lor22and25or88.isused 
to describe two alternative embodiments. For example, die invention includes amino acids 1 through 919 and 
in an alternative embodhnent. provides ammo adds 22 flirough 919. etc. 

hi anodier aspect. Ae invention concerns an isolated nucleic acid molecule encoding a PROl 124 
polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about residues 25 or 
5 88 and about 2781. inchisive, of Figure 273 (SEQ ID NO:378). In anotiier aspect, the invention concerns an 
isolated mideic add molecule hybridizing to die complement of die nucleic acid of SEQ ID NO:378. Preferably, 
hybridization occurs under stringem iQrbridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
0 about 90% sequence idemity. most preferably at least about 95% sequence identiiy to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209979 
(DNA60629- 1481). or (b) die complement of die DNA molecule of (a). In a preferred embodiment, die nudeic 
add comprises a DNA encoding die same mature polypeptide encoded by die hmnan protein cDNA in ATCC 
Deposit No. 209979 (DNA60629-1481). 
25 In a stiU further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably ai least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 1 or 22 to about 919. inclusive of Figure 274 (SEQ 
ID NO:379). or die complement of die DNA of (a). 
30 tea ^fic aspea, die invention provides an isoteted nucleic acid molecule con^rising DNA encoding 

a PR01124 polypeptide, widi or widiout die N-tenninal signal sequence and/or die initiating nuMhioninc. and 
its soluble. i.e. transmembrane domain deleted or imicrivated variants, or is complementary to sudi encoding 
nucleic add molecule. The cytoplasmic end can be excluded as weU. The signal peptide has been tentatively 
identified as extending from amino acid position 1 to about amino acid position 21 in die sequence of Figure 274 
35 (SEQ ID NO: 379). Tbt transmembrane domains have been tentatively identified as extending from about amino 
acid position 284 to about amino add position 300 and from about amino acid position 617 to about amino add 
position 633 in die amino acid sequence (Figure 274. SEQ ID NO:379). 



246 



wo 99/63088 



PCr/US99/12252 



In another aspect, the invemion codcctds an isolated nucleic acid molecule conq>nsing (a) DNA 
encoding a polypeptide scorix^ at least about 80% positives, preferably at least about 85% positives, mote 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or 22 to about 919, inclusive of Figure 274 (SEQ ID NO:379), or <b) the 
coir^lement of the DNA of (a). 
5 In another embodiment, the mventionpn>vides isolated PR01124 polypeptide encoded by any of (he 

isolated nucleic acid sequences hereinabove defmed. 

In a specif aspect, the invention provides isolated native sequence PRO 1124 poiyp^Kide, whidi in one 
embodiment, includes an amino acid sequence comprising residues 1 or22throug}i919of Figttre274(SEQID 
NO:379). 

10 In another aspect, the invention concerns an isolated PROl 124 polypgnide, coixq>iising an amino add 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identiiy, more 
preferably at least about 90% sequence identic, most preferably at least about 95% sequence identic to the 
sequence of amino acid residues 1 or 22 to about 919. inclusive of Figure 274 (SEQ ID NO:379). 

In a further aspea, the invention concerns an isolated PROl 124 polypeptide, comprising an amino acid 
15 sequence scoring at least about 80% positives, preferably at least about 85% positives, more picfierably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or 22 to 919 of Figure 274 (SEQ ID NO:379). 

In a still further aspect, the invention provides a polypeptide produced fay (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 124 polypeptide having the 
20 sequence of amino acid residues from about 1 or 22 to about 919, inclusive of Figure 274 <SEQ ID NO:379), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 

sequence identity,-^K>st preferably at-leas^about a-95% sequence identity-to (a) o^^ 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
25 recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PROl 124 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 124 antibody. 

In a further embodimem, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 124 polypeptide, by contacting the native PROl 124 polypeptide with a candidate molecule and 
30 monitoring an activi^ mediated by said polypeptide. 

In a still further embodimem, the invention concerns a composition comprising a PRO 1 1 24 polypeptide, 
or an agonist or antagonist as hereinabove deflned. in combination with a pharmaceutically acceptable carrier. 

120. £SQmi 

35 A cDNA clone (DNA61 755-1554) has been identified, having homology to nucleic acid encoding frii^e 

protein, that encodes a novel polypeptide, designated in die present application as "PR01287*. 
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InoneembodiiQcnt. the invention provides an Isolated nucleic add molecule comprising DNAencoding 
a PR01287 potypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identfty, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence idemity. most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01287 polypeptide having 
5 the sequence of amino add residues from about 1 or about 28 to about 532. indusive of Figure 276 (SEQ ID 
NO:381). or Cb) ihe con^lemem of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nudeic acid mdecule encoding a PROI287 
polypeptide comprising DNA hybridizing to the complcmem of die nudeic add between about nucleotides 655 
or about 736 and about 2250, Indusive, of Figure 275 (SEQ ID NO:380). Preferably, hybridization occurs 
10 under stringem hybridization and wash conditions. 

In a fimher aspect, die invention concerns an isolated nudeic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence idemiiy to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203112 
15 (DN A61755-1554) or (b) die com|rfemeni of die nudeic acid molecule of (a). In a preferred embodiment, die 
nuddc add comprises a DNA encoding die same mature polypeptide encoded by die human protdn cDNA In 
ATCC Depoat No. a)3112 (DNA6.1755-1554). 

in still a fimher aspect, die inventira concems an isolated nucleic acid molecule comprismg (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
20 identity, more preferably at least about 90% sequence idemity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 28 to about 532. inclusive of Figure 276 (SEQ ID 
NO:381). or (b) die complement of die DNA of (a). 

In a furdier aspect, die invention concems an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringem conditions widi (a) a DNA 
25 molecde encoding a PR01287 polypeptide having die sequence of amino add residues from I or about 28 to 
about 532. inclusive of Figure 276 (SEQ ID NO:381). or (b) die complement of die DNA molecule of (a), and. 
if die DNA molecule has at least abom an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
idemity to (a) or (b). isolating die test DNA molecule. 
30 In a specific a^. die invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO 1287 polypeptide, widi or widiout die N-terminal signal sequence and/or die initiating mediionine, or is 
complememary to sudi cncodmg nucleic acid molecule. The signal peptide has been tentativdy identified as 
extending from about amino add position 1 to about amino acid position 27 in die sequence of Figure 276 (SEQ 
ID NO:38l). 

35 In anodier aspect, die invemion concerns an isolated nucleic acid molecule comi»rising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least abom 90% positives, most preferably at least about 95% positives when compared widi die 
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amino acid sequence of residues 1 or about 28 to about 532, inclusive of Figm 276 (SEQ ID NO:381). or (b) 
the complement of the DNA of (a). 

Anodier embodiment is directed to fragments of a PRO 1287 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
S nucleotides in length and most preferably from about 20 to about 40 nucleotides in lepgth and may be derived 
from the nucleotide sequence shown m Bgure 275 (SEQ ID NO:380). 

In another embodiment, the invendcm provides isolated PR01287 polypeptide encoded by any of the 
isolated nucleic acid seqi^nces hereinabove identified. 

In a specific aspect, die invention provides isolated nadve seqi^nce PR01287 polypeptide, which in 
10 certain embodiments, includes an amino acid sequence comprising residues 1 or about 28 to about 532 of Figure 
276 (SEQ ID NO:381). 

In another aspect, the invention concerns an isolated PRO 1287 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 

15 sequence of amino acid residues 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID NO:381). 

In a further aspect, die invention concerns an isolated PR01287 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with die amino acid sequence 
of residues 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID NO:381). 

20 In yet another aspect, the invention concerns an isolated PRO 1 287 polypeptide, comprising die sequence 

of amino acid residues 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID NO:381). or a fragment 
thereof sufficient to provide a binding site for an anti-PR01287 antibody. Preferably, the PR01287 fragment 

retains a qualitative biological-activity of a native-PR01287-polypeptideT 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

25 molecule under stringent conditions widi (a) a DNA molecule encoding a PR01287 polypeptide having the 
sequence of amino add residues from about 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID 
N0:381), or (b) the complement of the DNA molecule of <a), and if the test DNA molecide has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 

30 ceil comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the po]ypq>tide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01287 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01287 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of a 

35 native PR01287 polypeptide by contacting die native PRO 1287 polypeptide with a candidate molecule and 
monitoriAg a biological activity mediated by said polypeptide. 
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In a still further embodiment, the invention concerns a composition comprising a PR01287 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaccutically acceptable carrier. 

121^ PR01312 

A cDNA clone (DNA61 873- 1574) has been identified that encodes a novel transmembrane polypeptide 
S designated in the present application as ''PR01312*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01312 polypeptide. 

In one aspect, the isolated nucleic acid comprisfe DNA having at least about 80% sequence idcntiy. 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
0 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01312 polypeptide having 
the sequence of amino acid residues from about 15 to about 212, inclusive of Figure 278 (SEQ ID NO:387), or 
(b) the complemem of the DNA molecule of (a). 

In another aspca. the invention concerns an isolated nucleic acid molecule cnco(Ung a PR01312 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about residues 49 and 
15 about 642, inclusive, of Figure 277 (SEQ ID NO:386). Preferably, hybridization occurs under stringent 
hybridization and wa^ conditions. 

In a fimher aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
20 encoding die same mamre polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203132 
(DNA61873-1574). or (b) the complement of die DNA molecule of (a). In a preferred embodimem, the nucleic 
acid con^mses a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 
Deposit No. 203132 (DNA61 873- 1574). 

In a still further aspect, die uwention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 15 to about 212. inclusive of Figure 278 (SEQ ID 
NO:387), or the complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least about 50 
30 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizmg a test DNA molecule 
under stringent conditions widi (a) a DNA molecule encoding a PR013I2 polypeptide having die sequence of 
amino acid residues from about 15 to about 212, inclusive of Figure 278 (SEQ ID NO:387), or (b) die 
complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
35 preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA encodmg 
a PR01312 polypeptide, with or widiout die N-termmal signal sequence and/or die initiating mediionme. and 
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its soluble, i.e. transmembxane domain deleted or inactivated variants, or is complemcntaiy to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 14 in the sequence of Figure 278 (SEQ ID NO:387). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 141 to about amino add 
position 160 in the PR01312 amino acid sequence (Figure 278. SEQ ID NO:387). 
5 In another aspect, the invention concerns an isolated nucleic acid molecule conqirising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when complied with tiie 
amino acid sequence of residues 15 to about 212, inclusive of Figure 278 <SEQ ID NO:387), or (b) the 
complemem of the DNA of (a). 
10 Another embodiment is directed to fragments of a PR013 12 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in leogdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01312 polypqnide encoded by any of the 
15 isolated nucleic acid sequences hereinabove defined. 

In a specific aspea, the invendon provides isolated native sequence PR013 12 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 15 to 212 of Figure 278 (SEQ ID NO:387). 

In another aspect, the invention concerns an isolated PR01312 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 15 to about 212, inclusive of Figure 278 (SEQ ID NO:387). 

In a further aspect, die invention concerns an isolated PRO 13 12 polypeptide, comprising an amino acid 

sequence scoring at-least about 80%-positiveSi-preferably at-least abom 85 % positives 

about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
25 of residues 15 to 212 of Figure 278 (SEQ ID NO:387). 

In yet another aspea^ the invention concerns an isolated PRO 13 12 polypeptide, conq)rising the sequence 
of amino acid residues 15 to ab(mt 212, mclusive of Figure 278 (SEQ ID NO:387), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01312 antibody. Preferably, the PR01312 fragment retains 
a qualitative biological activi^r of a native PR01312 polypeptide. 
30 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditicms with (a) a DNA molecule encoding a PR01312 polypeptide having the 
sequemre of anuno acid residues from about 15 to about 212, inclusive of Figure 278<SEQ ID NO:387), or (b) 
the conq)lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
35 identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 
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122. mum 

A cDN A done (DNA62814- 1521) has been identified that encodes a novel polypeptidehaving homolejgy 
to myelin PO protein and designated in the present application as "PROl 192." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01192 polypeptide. 

5 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence idemity. most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 192 polypeptide having 
the sequence of amino acid residues from about 22 to about 215. inclusive of Figure 280 (SEQ ID NO:389). or 
(b) the complement of the DNA molecule of (a). 
10 In another aspea. the invention concerns an isolated nucleic acid molecule encoding a PR01192 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 184 and 
about 764. inchisive. of Figure 279 (SEQ ID NO:388). Preferably, hybridization occurs under stringent 
l^bridization and wash conditions. 

In a further aspea, the invention concerns an isolated nucleic acid molecule con^rising DNA having 
15 a least about 80% sequence identity, preferably at least about 85% sequence identity, more prefferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203093 
(DNA62814-1521), or (b) (be complemem of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
20 Deposit No. 203093 (DNA62814-1521). 

In a stiU further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 22 to about 215. inclusive of Figure 280 (SEQ ID 
25 NO:389). or the complemem of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least abom 50 
nucleotides, and preferably a least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions widi (a) a DNA molecule encoding a PR01192 polypeptide having the sequence of 
amino acid residues from about 22 to about 215. inclusive of Figure 280 (SEQ ID NO:389), or (b) the 
30 complememoftheDNAmoleculeof(a).and. ifthe DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence idemity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die mvention provides an isolated nucleic acid molecule con^ffising DNA encoding 
a PROl 192 polypeptide, with or without the N-terminal signal sequence and/or the initiating mediionine, and 
35 its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively idemified as extending from amino acid position 
1 through about amino acid position 21 in the sequence of Figure 280 (SEQ ID NO:389). Tbc transmembrane 
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domain has been tentatively identified as extending from about amino acid position 153 through about amino add 
position 176 in the PROl 192 amino acid sequence (Figure 280. SEQ ID NO:389). 

In another aspect, the invention concerns an isolated nucleic acid molecule conquisii^ (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives vibsa corapared with die 
5 amino add sequence of residues 22 to about 215, inchisive of Figure 280 (SEQ ID NO:389), or (b) the 

complement of the DNA of (a). 

Another embodimem is directed to fnignients of a PROl 192 polypeptide coding se<^ 

use as hybridizaticm probes. Such nucleic acid fragments are from about 20 to about 80 iniclcotides in lengtii, 

preferably from about 20 to about 60 nucleotides in Icngdi. more preferably from about 20 to about 50 
10 nucleotides m length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, die invention provides isolated PROl 192 polypeptide encoded by any of die 

isolated nucleic add sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 192 polypeptide, which in one 

embodiment, includes an amino add sequence conq)rising residues 22 to 215 of Figure 280 {^Q ID NO:389). 
15 In anotiier aspect, the invention concerns an isolated PRO 1 1 92 polypeptide, conqmsii^ an amino add 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identiQr, more 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

sequence of amino acid residues 22 to about 215, mdusive of Figure 280 (SEQ ID NO:389). 

In a further aspect, the invention concerns an isolated PRO 1 192 polypeptide, comprising an amino acid 
20 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 

about 90% positives, most preferably at least about 95% positives when compared witii die amino acid sequence 

of residues 22 to 215 of Figure 280 (SEQ ID NO:389). 

in yet anodier aspect, die inventionrancemsan cor^risi^Wseque^" 

of amino add residues 22 to about 215, inclusive of Figure 280 (SEQ ID NO:389), or a fi^gment diereof 
25 sufficient to provide a binding site for an anti-PROl 192 antibody. Preferably, die PROl 192 ftagment retains 

a qualitative biological activity of a native PROl 192 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions widi (a) a DNA molecule encoding a PROl 192 polypeptide having die 

sequence of amino acid residues from about 22 to about 215, inclusive of Figure 280 (SEQ ID NO:389). or (b) 
30 die complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 

identicy. preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprisii^ 

the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering the 

polypeptide from die cdi culture. 
35 In yet another embodiment, the invention concerns agonists and antagonists of the a native PROUST 

polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 192 antibody. 



253 



wo 99/63088 



PCT/US99/12252 



In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01192 polypeptide, by contacting the native PR01192 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition con^msing a PROl 192 polypeptide, 
or an agonist or antagonist as heremabove defined, in combination with a pharmaceutically acceptable carrier. 

5 

123* PRO1160 

A cDNA clone (DNA62872-1509) has been identified that encodes a novel secreted polypeptide, 
designated in the present applicaticm as ''PROI160''. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
10 a PR01160 polypeptide. 

In one aspect, the isolated nucleic acid conqsrises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 160 polypeptide having 
the sequence of amino acid residues from about 1 or about 20 to about 90, inchisive of Figure 282 (SEQ ID 
15 NO:394), or (b) the conq>lenient of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1160 
polypeptide comprising DNA hybridiang to the conqplemenl of the nucleic acid between about nucleotides 40 
or about 97 and about 309, inclusive, of Figure 282 (SEQ ID NO:394). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 
20 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mamre polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203100 
(DNA62872-1509) or (b) the complement of the nucleic acid molecule of (a), hi a preferred embodiment, the 
25 nucleic acid comprises a DNA encoding the same mamre polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203100 (DNA62872-1509). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
30 identity to the sequence of amino acid residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID 
NO:394), or (b) the complement of the DNA of (a). 

In a fimher aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encodmg a PROl 160 polypeptide having die sequence of amino acid residues from 1 or about 20 to 
35 about 90, inclusive of Figure 282 (SEQ ID NO:394), or (b) die complement of the DNA molecule of (a), and, 
if die DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
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identity to (a) or (b), isolating the test DMA molecule. 

In a ^)ecific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 160 polypeptide, with or widiout the N-terminal signal sequence £md/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from abom amino acid position 1 to about amino acid position 19 in the sequence of Figure 282 (SEQ 
5 IDNO:394). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ammo acid sequence of residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID NO:394), or (b) 
10 the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 160 polypeptide coding sequence that may fmd 
use as hybridization probes. Such nucleic acid fragments are froin about 20 to about 80 nucleotides in lengdi, 
preferably from about 20 to about 60 nucleotides in lepgth, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
IS from the nucleotide sequence shown in Figure 281 (SEQ ID NO:393). 

bi another embodimem, the invention provides isolated PROl 160 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a speciHc aspect, the invention provides isolated native sequence PROl 160 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 90 of Figure 
20 282 (SEQ ID NO:394). 

In another aspect, the invention concerns an isolated PROl 160 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 

-preferably at least"about 90%"sequence identityrmost preferably at least abom 95 %-M^ 

sequence of amino acid residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID NO:394). 
25 In a further a^>ect, the invention concerns an isolated PROl 1 60 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID NO:394). 

In yet another aspect, the invention concerns an isolated PROl 160 polypeptide, comprising the sequence 
30 of ammo acid residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID NO:394), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 160 antibody. Preferably, the PROl 160 fragment 
retains a qualitative biological activity of a native PR0116Q polypeptide. 

In a still fiinher aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 160 polypeptide having the 
35 sequence of amino acid residues from about 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID 
NO:394). or (b) the complement of tiie DNA molecule of <a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identic, more preferably at least about a 
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90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host 
cell coiiq>risiiig the test DNA moleodc under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

124. PR01187 

5 A cDNA clone (DNA62876-1517) has been identified that encodes a novel polypeptide having sequence 

identic with endo-beia-l,4-xylanase and designated in the present ^Ucaiion as "PROllST." 

In one embodiment, the invention provides an isolated nucleic acid molecule conq)risiiig DNA encoding 
a PROl 187 polypeptide. 

In one aspect, the isolated nucleic acid conq)rises DNA having at least about 80% sequence identity, 

10 preferably at least about 85% sequence identic, niore preferably at least about 90% sequence idemity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI 187 polypeptide having 
the sequence of amino acid residues from about 18 to about 120. inclusive of Figure 284 (SEQ ID NO:399). or 
(b) the con^lement of the DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 187 

15 polypeptide comprising DNA hybridiang to die complement of the nucleic acid between about residues 172 and 
about 480, inchisive. of Figure 283 (SEQ ID NO:398). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule conqirising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

20 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same manire polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203095 
(DNA62876-1517), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No, 203095 (DNA62876-1517). 

25 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identiiy to the sequence of amino acid residues from about 18 to about 120, inclusive of Figure 284 (SEQ ID 
NO:399), or the complement of the DNA of (a). 

30 In a further aspect, the invention concerns an isolated nucleic acid molecule haviiig at least about 50 

nucleotides, and preferably at least about 100 nucleotides nucleotides and produced by hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 187 polypeptide having die 
sequence of ammo acid residues from about 18 to about 120, inclusive of Figure 284 (SEQ ID NO:399). or (b) 
the complement of the DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence 
35 idemity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identiQ^ to (a) or (b), isolating the test DNA molecule. 
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In another aspect, the invention concerns an isolated nucleic add nx)lecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conquued with the 
amino acid sequence of residues 18 to about 120, inclusive of Figure 284 (SEQ ID NO:399), or (b) the 
con^lement of the DN A of (a). 
5 Another embodiment is directed to fragments of a PRO 11 87 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 through about 80 nucleotides in 
length, preferably from about 20 through about 60 nucleotides in lengdi, more preferably from about 20 througji 
about 50 nucleotides in length, and nK>st preferably from about 20 through about 40 nucleotides in leiigtii. 

In anotiier embodiment, the nivention provides isolated PR01187 polypeptide encoded by any of the 
10 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 187 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 18 through 120 of Figure 284 (SEQ ID 
NO:399). 

In another aspea, the invention concerns an isolated PROl 187 polypeptide, comprising an amino acid 
15 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of anuno acid residues 18 to about 120, inclusive of Figure 284 (SEQ ID NO:399). 

In a further aspect, the invention concerns an isolated PROl 187 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
20 about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 18 tiirough 120 of Figure 284 (SEQ ID NO:399). 

In yet another aspect, the invention concerns an isolated PROl 1 87 polypeptide, comprising the sequence 

of amino acid-residues-18 to-about-120,-inclusive-of-Figure-284-(SEQ ID NO:3^^ 

sufficient to provide a binding site for an anti-PROl 187 antibody. Preferably, the PROl 187 fragment retains 
25 a qualitative biological activity of a native PROl 187 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 187 polypeptide having the 
sequence of amino acid residues from about 18 to about 120, inclusive of Figure 284 (SEQ ID NO:399), or (b) 
the complement of the DNA molecule of <a), and if the test DNA molecule has at least about an 80% sequence 
30 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprismg 
die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PROl 187 
35 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 187 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 187 polypeptide, by contacting die native PROl 187 polypeptide with a candidate molecule and 
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mcmitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 1 87 polypeptide. 
I agonist or antagonist as hereinabove defined, in combination with a pharmaceudcally acceptable carrier. 



or an; 



125. PROiias 

5 A cDNA clone (DNA6288 1-1515) has been identified that encodes a novel polypeptide having sequence 

identity to a glucose repression regulatory protcm, tupl, and designated in the present application as 
-PROllSS." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encodmg 
aPROllSSpolypqptidc. 

10 In one aspect, the isolated nucleic acid conq>rises DNA having at least about 80* sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 185 polypeptide having 
the sequence of amino acid residues from about 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or 
(b) die conq)lement of the DNA molecule of (a). 
15 In another aspect, the invention concerns an isolated nucleic acid molecule enco<Mng a PROn85 

polypeptide comprising DNA hybridizing to die conq)lement of die nucleic acid between about residues 67 and 
about 597, inclusive, of Figure 285 (SEQ ID NO:400). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

hi a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
20 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mattire polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203096 
(DNA6288M515), or (b) die complement of die DNA molecule of (a). In a preferred embodiment, die nucleic 
acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 
25 Deposit No. 203096 (DNA62881-1515). 

In a still furdier aspect, die invention concerns an isolated nucleic acid molecule comprismg (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 22 to about 198, inclusive of Figure 286 (SEQ ID 
30 NO:401), or die complement of die DNA of (a). 

In a further aspect, die mvention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides nucleotides and produced by hybridizmg a test DNA 
molecule under stringent conditions widi (a) a DNA molecule encoding a PR01185 polypeptide having die 
sequence of amino acid residues from about 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or (b) 
35 die complement of die DNA molecule of (a), and. if die DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 
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In another aspect, the invention concerns an isolated nucleic acid nu^ecule comprising (a) DNA 
encoding a polypeptide scoring at least about 86% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when conq»aied with the 
amino acid sequence of residues 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or (b) the 
complement of the DNA of (a). 
5 Another embodiment is directed to fragments of a PRO 1 1 85 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 dirough about 80 nucleoddes in 
lengdi, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 duough 
about 50 nucleotides in lengdi, and most preferably from about 20 fhrougih about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 185 polypeptide encoded by any of the 
10 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 185 polypeptide, which in one 
embodiment* includes an amino acid sequence comprising residues 22 throug}i 198 of Figure 286 (SEQ ID 
NO:401). 

In another aspect, the invention concenis an isolated PROl 1 85 polypeptide, comprising an amino acid 
15 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 22 to about 198, mclusive of Figure 286 (SEQ ID NO:401). 

In a further aspect, the invention concerns an isolated PROl 185 polypeptide, conq>rising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
20 about 90% positives, most preferably at least about 95 % positives when compared with the ammo acid sequence 
of residues 22 through 198 of Figure 286 (SEQ ID NO:401). 

In yet another aspect, the invention concerns an isolated PRO 1 1 85 polypeptide , comprising the sequence 

of-amino acid residues-22 to about-198riiK;lusive-of-Figure-286 (SEQ-ID-NO:401)ror a-fragnieni thereof 

sufHcient to provide a binding site for an anti-PR01185 antibody. Preferably, the PROl 185 fragment retains 
25 a qualitative biological activity of a native PROl 185 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 185 polypeptide havii^ die 
sequence of amino acid residues from about 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or (b) 
the complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
30 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identic, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell conqirising 
die test DNA molecule under conditions suitable for expression of the polypeptide, and <iii) recoverii^ die 
polypeptide from die cell culture. 

In yet another embodiment, die mvention concerns agonists and antagonists of the a native PROl 185 
35 polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 185 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of a 
native PROl 185 polypeptide, by contacting die native PROl 185 polypeptide widi a candidate molecule and 
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monitoring a biolo^cal activity mediated by said polypeptide. 

InastiUfimher embodiment, the inventionconcermacompositioncomprisingaP^^ 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
126. £SQ224£ 

5 A cDNA clone (DNA64852.1589) has been identified, having homology to mideic acid encoding 

tetnmectin protein that encodes a novel polypeptide, designated in ^ 

In one embodimem. the invention pK>videsanisolatedmicleic acid molecdecomprisi^ 

a PR01345 polypeptide. 

In one aspect, die isolated «K:leic add comprises DNA having at least about 80% sequence identity, 
10 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about95% sequence identity to(a)aDNA molecule cncodingaPR01345polypq^^ 

d« sequence of amino acid residues from about 1 or about 32 to about 206. inclusive of Figure 288 (SEQ ID 
NO:403), or (b) the conq)lemcnt of die DNA molecule of (a). 

In anoflier aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01345 
15 polypeptidecomprisingDNAhybridi2ing.otf«complementofd.enucleicacidbetweenaboutm 

about 100 and about 624, inctasive. of Figure 287 (SEQ ID NO:402). Preferably, hybridization occurs under 
stringem hybridization and wash conditions. 

In a further aspect. d,e invention concerns an isolated nucleic acid molecule comprisuig DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more prefend,ly at least 
20 about 90% sequence idemity. most preferably at least about 95% sequence idemity to (a) a DNA molecule 
encoding die same mamre polypeptide encoded by ti« human protein cDNA in ATCC Deposit No. 203127 
(DNA64852-1589) or (b) die complemem of ti>e nucleic acid molecule of (a). In a preferred embodmiem, the 
mK:leic acid comprises a DNA encoding ti« same mature polypeptide encoded by die human protdn cDN A in 
ATCC Deposit No. 203127 (DNA64852-1589). 
25 In still a fimher aspect, die invention concerns an isolated nucleic acid molecule comprismg (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
idemiv. more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 or about 32 to about 206, inclusive of Figure 288 (SEQ ID 
NO:403), or (b) die complemem of die DNA of (a). 
30 In a fimher aspect, die invemion concerns an isolated nucleic acid molecule having at least 100 

nudeotides and produced by hybridizing a test DNA molecule mKler stringem conditions wid. (a) a DNA 
molecule encoding a PR01345 polypeptide having die sequence of amino acid residues from 1 or about 32 to 
about 206. inclusive of Figure 288 (SEQ ID NO:403). or (b) tin: complemem of die DNA molecule of (a), and. 
if die DNA molecule has at least about an 80 % sequence idemity, prefereably at least about an 85 % sequence 
35 identi,y,morepreferablyatleastabou.a90%sequenceide«ity, most preferably at leas, about a 95% sequence 
idemity to (a) or (b). isolating die test DNA mdecule. 
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In a ^fic aspect, the invention jwowdes an isolated nudeic add molecule convrising DNA encoding 
a PR01345 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nndeic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 or amino arid 10 to abom amino acid 

of Figure 288 (SEQ ID NO:403). 

In another aspect, the mvention concerns an isolated nudeic acid molecule coii«>rising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino add sequence of residues I or about 32 to about 206, inchisive of Figure 288 ^EQ ID NO:403). or (b) 

the coniplement of the DNA of (a). 

Another embodintem is directed to fragments of aPR01345 polypeptide coding sequo^ 

use as hybridization probes. Sudi nuddc add fragments are from about 20 to about 80 nudeotides in length. 

preferably from about 20 to about 60 nudeotides in lengdi, more preferably from about 20 to about 50 

nudeotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 

from tite nucleotide sequence shown hi Figure 287 (SEQ ID NO:402). 

In anodier embodiment, die invention provides isolated PR01345 polypeptide encoded by any of die 
isolated nudeic add sequences herebabove identified. 

In a specific aspect, die invention provides isolated native sequence PR01345 polypeptide, whidi in 
certain embodiments, includes an amino add sequence comprising residues 1 or about 32 to about 206 of Figure 
288 (SEQ ID NO:403). 

In anotiier aspect, the invention concerns an isolated PROI345 polypeptide, comprising an anuno acid 
sequence having at least about 80% sequence idemity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
"sequence of ac^^ residues 1 oi^T32 to about 206. inclusive of FiiiiS^288-(SEQ-ID-NO:403); 

Inafurflieraspea. dieinventionconcemsanisolatedPR01345 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared wiUi tite amino acid sequence 
of residues 1 or about 32 to about 206. inclusive of Figure 288 (SEQ ID NO:403). 

In yet anotiier aspect, die invention concerns an isolated PRO 1 345 pdypeptide. comprising die sequence 
of amino add residues 1 or about 32 to about 206. inclusive of Figure 288 (SEQ ID NO:403). or a fragmett 
dKreof suffident to provide a binding site for an anti-PR01345 antibody. Preferably, die PR01345 fragment 
retains a qualitative Wological activity of a native PR01345 polypeptide. 

In a stiU fiinher aspect, die invention provides a polypeptide produced by 0) hybridizing a test DNA 
molecde under stringent conditions widi (a) a DNA molecule encoding a PR01345 polypeptide havmg tiie 
sequence of amino acid residues from about 1 or about 32 to about 206. inclusive of Figure 288 (SEQ ID 
NO:403), or (b) die complement of die DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, prefciably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most pieferably at least about a 95 % sequence identity to (a) or (b), (ii) culniring a host 
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ccU comprising the test DNA molecule mider conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from die cell culture. 

In yet anodier embodiment, die invention concerns agonists and antagomsts of a native PR01345 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR01345 antibody. 

In a fimher embodiment, the invention concerns a method of identifying agonists or antagonists of a 
5 native PR01345 polypeptide by contacting the native PR01345 polypeptide witfi a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition con^>rising a PR01345 polypeptide, 
or an agonist or antagonist as heremabove defined, in combination witii a pharmaceutically acceptable carrier. 

10 127. PR0124S 

A cDNA clone (DNA64884-1527) has been identified tfiat encodes a novel secreted polypeptide 

designated in the present sqipUcation as "PRO 1245." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encodu^ 
a PR01245 polypeptide. 

15 In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01245 polypeptide having 
die sequence of amino acid residues from about 19 to about 104. inclusive of Figure 290 (SEQ ID NO:408), or 
(b) die conq>lement of die DNA molecule of (a). 

20 In anodier aspect, die invention concerns an isolated nucleic acid molecule encoding a PR01245 

polypeptide comprising DNA hybridiang to die complement of die nucleic acid between about residues 133 and 
about 390, inclusive, of Figure 289 (SEQ ID NO:407). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspea, die invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203155 
(DNA64884-1245), or (b) die complement of die DNA molecule of (a) . In a preferred embodiment, the nucleic 
acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA in ATCC 

30 Deposit No. 203155 (DNA64884.I245). 

In a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide havmg at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 19 to about 104, inclusive of Figure 290 (SEQ ID 
35 NO:408), or die complement of die DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least abom 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
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u«ter «ringeni conditions wifl. (a) a DNA molecule encoding a PRO 1245 polypeptide having the sequence of 
arnino add residues ftom about 19 «, about 104. indusive of Figure 290 (SEQ ro NO:4^^^ 
complen«mof«heDNAmolecnleof(a).and.ifd«DNA,noleculchasaleastabowan80% 
p«feR*ly at least aboman85%sequenceidentity.nK«piefer*ly at least aboutaW^ 
prefena>ly at least about a 95% se(pffincc identity to (a) or (b). isolating th^ 
5 toa8pedficaspect.theinvendonpiovidesanisolatednucleicacidmolecdeeo^^ 
a PR01245 polypeptide, with or without the N-tenninal signal sequence and/or the i^ 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acidpositionlthroughabom amino arid position 18i^ 

ID NO:408). 

10 in another aspect. ti« invention concerns an isolated mideic acid molecule comprising (a) DNA 

e«xding a polypeptide scoring at least about 80 % positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared wHh the 
a„„„o arid sequence of residues 19 to about 104. indusive of Figure 290 (SEQ ID NO:408). or (b) the 

conqdement of die DNA of (a). 
15 AnotherembodimemisdireciedtofragmemsofaPR01245polypeptidecodmgsequencedmmayf^ 

«e as hybridization probes. Sudi nucldc arid fhigments are from alxm 20 to about 80 nudeotides In length, 
preferably from about 20 to about 60 nucleotides in lengm. more preferably from about 20 to a^ 
nucleotides in length, and most preferably from about 20 to about 40 nudeotides hi lengtfi. 

in anoAer embodimem. the invention provides isolated PR01245 polypeptide encoded by any of the 

20 isolated nucleic acid sequences heremabove defined. 

Inaspecific aspect, die inventionprovidesisolatednative sequence PR01245 polypeptide, whi^ 

embodunent. includes an ammo acid seque nce comprising re sidues 19to 104 of Figure 290 (SE Q ID NO:40 8). 

In another aspect, die hwemion concerns an isolated PR01245 polypq)tide. comprising an ammo acid 
«q„ence havmg a. least about 80 % sequence identity, preferably at least about 85 % sequence idemity . more 
25 preferably at least about 90% sequence identity, most preferably at least about 95% sequence idemity to ti« 
sequence of amino arid residues 19to about 104. indusive of Figure 290 (SEQ ID NO:408). 
Inafurtiieraspect.dieinvendonconcermanisolatedPR01245polypeptide.com^ 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
abom 90% positives, most preferably at least about 95% positives when compared wifli die amino acid 

30 of residues 19 to 104 of Figure 290 (SEQ ID NO:408). 

Inyetanotheraspea. the inventionconcermanisolatedPR01245polypeptide,comprising theses 

of ammo acid residues 19 to about 104. indusive of Figure 290 (SEQ ID NO:408). or a fragment thereof 
sufficiem to provide a binding site for an anti-PR01245 antibody. Preferably. ti« PR01245 fragment retams 

a qualitative biological activity of a native PR01245 polypeptide. 
35 . In a stiU further aspect. fl>e invention provides a polypeptide produced by (i) hybrid!^ 

niolecule under stringem conditions with (a) a DNA molecule encoding a PR01245 polypeptide having die 
sequence of amino acid residues from about 19 to about 104. inclusive of Figure 290 (SEQ ID NO:408). or (b) 
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the complemem of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell conqmsing 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from die cell culture. 

5 

128. PR013S8 

A cDNA clone (DNA64890>1612) has been identified that encodes a novel polypeptide having sequence 
identity with RASP-1 and designated in the present x^lication as ''PR01358.'' 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

10 a PR01358 polypeptide. 

In one aspea, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01358 polypeptide having 
tbt sequence of amino acid residues from about 19 to about 444, inclusive of Figure 292 (SEQ ID N0;410), or 

15 (b) tiie complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01358 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 140 and 
about 1417, inclusive, of Figure 292 (SEQ ID NO:410). Preferably, hybridization occurs under struagcnt 
hybridization aiKi wash conditions. 

20 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203131 
{DNA64890-1612), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 

25 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203131 (DNA64890-1612). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule conqnrising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

30 identity to the sequerjce of amino acid residues from about 19 to about 444, inclusive of Figure 292 (SEQ ID 
N0:410), or the conq)lement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid nK)lecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringem conditions with (a) a DNA molecule encoding a PR01358 polypeptide having die sequence of 

35 amino acid residues from about 19 to about 444, inclusive of Figure 292 (SEQ ID NO:410), or (b) tiic 
complement of die DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
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preferably at least about a 95% sequence identity to <a) or (b). isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, mwe 
preferably at least about 90% positives, most preferably at least about 95 % positives when compaied with die 
amino acid sequence of residues 19 to about 444. inclusive of Figure 292 (SEQ ID NO:410). or (b) the 
5 complement of die DNA of (a). 

Anotiier embodiment is directed to fragments of a PRO 1 358 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragmems are fhim about 80 nucleotides to about 120 nucleotides 

In anodier embodiment, die im^ention provides isolated PR01358 polypeptide encoded by any of tiie 
10 isolated nucleic acid sequences hereinabove defined. 

Inaspecific aspect, die invention provides isolatednative sequence PR01358 polypeptide, which uione 
embodimem. includes an amino acid sequence comprismg residues 19 duough 444 of Figure 292 (SEQ ID 

N0:410). 

In anodier aspea. die invention concerns an isolated PR01358 polypeptide, comprising an amino ac^ 
15 sequence having at least about 80% sequence identity, preferably at least abom 85% sequence idemiiy. more 
preferably at least about 90% sequence identity, most preferably ai least about 95% sequence idemiiy to die 
sequence of ammo acid residues 19 to about 444. mclusive of Figure 292 (SEQ ID NO:410). 

In a ftmher aspect, die invention concerns an isolated PRO 1358 polypeptide, comprishig an amino add 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
20 about 90% positives, mostprcferably at least about 95% positives when compared widi die amnio acid sequence 

of residues 19 duough 444 of Figure 292 (SEQ ID NO:410). 

In yet anodier as pect, die mvention conc ern s an isolated PR01358 polyp eptid e, comprising die seqm^ 



of amino acid residues 19 to about 444. mdusive of Figure 292 (SEQ ID n6:4I0), or a fra^ diereof 
sufficiem to provide a binding site for an anti-PR01358 antibody specific tiierefore. Preferably, die PR01358 
25 fragment retains a qualitative biological activity of a native PR01358 polypqitide. 

In a stiU fimher aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions wtdi (a) a DNA molecule encoding a PR01358 polypeptide having die 
sequence of amino acid residues iiom sdwui 19 to about 444. inclusive of Figure 292 (SEQ ID NO:410). or (b) 
tt«5 complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
30 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
idemity. most preferably at least about a 95% sequence identity to(a) or (b). (ii) culturing a host cell comprising 
die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) recovering die 

polypeptide from die cell cuhnre. 

In y« anodier embodiment, die invention concerns agonists and antapmists of a native PR01358 
35 polypeptide, fa a particular embodiment, die agonist or antagraiist is an anti-PR01»8 antibody. 

fa a furdier emboduncnt. die invention concerns a mediod of identifying agonisu or antagonists of a 
muive PR01358 polypeptide, by contactfag die native PR01358 polypeptide widi a candidate molecule and 
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monitorix^ a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01358 pdypeptide, 
or an ag(mist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

129. PR01195 

5 A cDNA done (DNA65412-1523) has been identified that encodes a novel polypeptide having sequence 

identity with a mouse proline rich acidic protein and designated in the present application as *PR0119S.'' 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0119S polypqytide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

10 preferably at least about 85% sequence identic, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 195 polypeptide having 
the sequence of amino acid residues from about 23 to about 151 , inclusive of Figure 294 (SEQ ID NO:412), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 195 

IS polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 124 and 
about 510, inclusive, of Figure 293 (SEQ ID NO:411). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

20 about 90% sequence identic, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203094 
PNA65412-1523), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203094 (DNA654 12-1523). 

25 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 23 to about 151, inclusive of Figure 294 (SEQ ID 
NO:412), or tiie conq)lement of the DNA of (a). 

30 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PROl 195 polypeptide having the sequence of 
amino acid residues irom about 23 to about 151, inclusive of Figure 294 (SEQ ID NO:412). or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 

35 preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
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in another aspea» the invendon concerns an isolated nucleic acid molecule comprising <a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with ihe 
amino acid sequence of residues 23 to about 151, inclusive of Figure 2S4 <S£Q ID NO:412), or (b) the 
con^lement of the DNA of (a). 
5 Another embodimem is directed to fragments of a PROl 195 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid firagments are from about 20 through about 80 nucleotides in 
loigth, preferably from about 20 dirough about 60 nucleotides in length, more preferably from about 20 duough 
about 50 nucleotides in length, and most preferably from about 20 throu^ about 40 nucleotides in kngdi. 

In another embodiment, the invention provides isolated PR01195 polypeptide encoded by any of the 
10 isolated nucleic acid sequences hereinabove defined. 

in a specific aspect, the invention provides isolated native sequence PROl 195 polypeptide, wliich in one 
embodimem, includes an amino acid seqtience comprising residues 23 throi^ 151 of Figure 294 (SEQ ID 
NO:412), 

in another aspect, the invention concerns an isolated PROl 195 polypeptide, comprising an amino acid 
IS sequence having at least alx>ut 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 23 to about 151, inclusive of Figure 294 (SEQ ID NO:412). 

In a further aspect, the invention concerns an isolated PROl 195 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
20 about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 23 throu^ 151 of Figure 294 <S£Q ID NO:412). 

In a still furtiier aspect, the inventicm provides a polypeptide produced by (i) hybridi2±2g a test DNA 

molecule under stringem conditions with-(a)-a~DNA~molecule-encoding~a~PR01195~p^^ 

sequence of amino acid residues from about 23 to about 151 , inclusive of Figure 294 (S£Q ID NO:412), or (b) 
25 the con^>lement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell conqnisiAg 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recoveriog the 
polypeptide from the ceil culture. 
30 In yet another embodiment, the invention concerns agonists and antagonists of the a native PROl 195 

polypejHide. In a particular embodimem, the agonist or antagonist is an anti-PR01195 antibody. 

In a further embodimem, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 195 polypeptide, by contacting the native PROl 195 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
35 Inastill further embodimem, the invention concerns a composition comprising a PROl 195 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination witii a pharmaceutically accqitable carrier. 
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130. ESQ12ZSL 

A cDNA done (DNA66308-1537) has been identified, having homology to mideic add encoding a 
lectin protein, that encodes a novel polypeptide, designated in the present application as "PROmO". 

In one embotoiait, the invention provides an isdated nucleic acid molecule comprising DNA encoding 
a PRO1270 polypeptide. 

In one aspect, the isolated midcic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identiiy. more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1270 polypeptide having 
the sequence of amino acid lesidues from about 1 or about 17 to about 313. indusive of Figure 296 (SEQ ID 
NO:414), or (b) the complement of the DNA molecule of (a). 
) In another aspect, the invention concerns an isolated nndeic acid molecule encoding a PRO1270 

polypeptide comprising DNA hybridizing to the complemem of the nucleic acid between about nucleotides 103 
or about 151 and about 1041. inclusive, of Figure 295 (SEQ ID NO:413). Preferably, hybridization occurs 
under stringem hybridization and wash conditions. 

In a fiirtfier aspect, the invention concerns an isolated nudeic acid molecule comprising DNA having 
5 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203159 
(DNA66308-1537) or (b) die complement of the nucleic acid molecule of (a). In a preferred embodiment, fte 
nucleic acid comprises a DNA enco<toig the same mature polypeptide encoded by the human protdn cDNA in 
0 ATCC Deposit No. 203159 (DNA66308-1537). 

In stiU a further asped. the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 17 to about 313. inclusive of Figure 296 (SEQ ID 
15 NO:414). or (b) the convlement of the DNA of (a). 

fa a further aspect, the invention concerns an isolated nucleic acid molecule having at least 285 
nucleotides and produced by hybridizmg a test DNA molecule under stringem conditions witii (a) a DNA 
molecule encoding a PRO1270 polypeptide havmg the sequence of amino acid residues firom 1 or about 17 to 
about 313. indusive of Figure 296 (SEQ ID NO:414). m (b) die complemem of die DNA molecule of (a), and. 
30 if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the te« DNA molecule. 

fa a specific a^. die invoitian provides an isolated nucleic acid molecule con^rising DNA encoding 
a PRO 1270 polypeptide, with or without the N-tcrminal signal sequence and/or the initiating metiiionine, or is 
35 complementary to sudi encoding nucleic add molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 16 in tiie sequence of Figure 296 (SEQ 
ID NO:414). 
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In another aspect, the invention concerns an isolated nucleic acid molecule ccmqnising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, moxe 
preferably at least about 90% positives, most preferably at least about 95% positives when conq>ared with die 
amino acid sequence of residues 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID NO:414), or (b) 
the conq)lement of the DNA of (a). 
5 Another embodiment is directed to fragments of a PRO 1270 polypeptide codmg sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in leqgdi, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides m length and most preferabfy from about 20 to about 40 nucleotides in lengdi and may be derived 
from the nucleotide sequence shown in Figure 295 (SEQ ID NO:413). 
10 In another embodiment, the invention provides isolated PRO 1270 polypeptide encoded fay any of die 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO1270 polypeptide, which in 
certain embodiments, includes an amino acid sequence conq>ri5ing residues 1 or about 17 to about 313 of Figure 
296 (SEQ ID NO:414). 

15 In another aspect, die mvendon concerns an isolated PRO1270 polypeptide, con^msing an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to tiie 
sequence of amino acid residues 1 or about 17 to about 313. inclusive of Figure 296 (SEQ ID NO:414). 

In a further aspect, the mvention concerns an isolated PRO1270 polypeptide, comprising an amino acid 

20 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably a least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID NO:414). 

In yet another aspectrdie inventionconcerns an isolated PR0127G polypeptide, CO 

of amino acid residues 1 or about 17 to about 313. inclusive of Figure 296 (SEQ ID NO:414), or a fragment 

25 thereof sufficient to provide a binding site for an anti-PRO1270 antibody. Preferably, tiie PRO1270 fragment 
retains a qualitative biological activity of a native PRO1270 polypeptide. 

In a still frutfaer aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringem conditions widi (a) a DNA molecule encoding a PRO1270 polypeptide having die 
sequence of amino acid residues from about 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID 

30 NO:414), or (b) die complement of the DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recoveriiig die polypeptide from die ceU culture. 

35 In yet another embodiment, the invention concerns agonists and ants^onists of a native PRO1270 

polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO1270 antibody. 
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In a further embodiment, the invemioii concerns a method of identifying agonists or antagonists of a 
native PRO1270 polypeptide by contacting the native PRO1270 polypeptide with a candidate molecule and 

moniUffing a biolo^cal activity mediated by said polypqitide. 

Inastai further cmbodimem, the invention concernsacompositioncomprisingaPROl^ 

or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

5 

131. PR012n 

A cDNA clone (DNA66309-1538) has been identified that encodes a novel polypeptide havmg serine 
and threonine rich regions designated in the present application as -PR0127r polypeptides. 

In one embodunent. the invention provides an isolated nucleic acid molecule comprising DNA encoding 

10 a PR01271 polypqrtide. 

In one aspect, the isolated nucleic add comprises DNA havtog at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01271 polypeptide havhig 
the sequence of amhx) acid residues ftom about 32 to about 208. inclusive of Figure 298 (SEQ ID NO:416). or 
15 (b) the complemcm of flje DNA molecule of (a). 

In anodier aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01271 
polypeptide comprising DNA hybridizmg to die complement of the nucleic acid between about residues 1 87 and 
about 717. inclusive, of Figure 297 (SEQ ID NO:415). Preferably, hybridization occurs under stringent 
hybridization and wash conditkms. 
20 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203235 
(DNA66309-1538). or (b) the complement of the DNA molecule of (a). In a preferred emboduncm. die nucleic 
25 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA m ATCC 
Deposit N6. 203235 (DNA66309-1538). 

In a stiU ftoher aspect, the uivention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence idemity. most preferably at least about 95% sequence 
30 identity to the sequence of amino acid residues from about 32 to about 208. inclusive of Hgure 298 (SEQ ID 
NO:416). or die complemem of the DNA of (a). 

to a fiirther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 mideotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01271 polypeptide havmg the sequence of 
35 amnio acid residues from about 32 to about 208. inclusive of Figure 298 (SEQ ID NO:416). or (b) the 
complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85% sequence idemity. more preferably at least abow a 90% sequence identity, most 
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preferably at lease about a 95% sequence idemity to (a) or (b), isolating the test DMA molecule. 

In a specific aspea, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR01271 polypeptide, wtdi or without the N-^erminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encodii^ 
nucleic acid nx>lecu]e. The signal peptide has been tentatively identified as extending from amino acid position 
5 1 through about amino acid position 3 1 in die sequence of Figure 298 (SEQ ID NO:416). The transmembrane 
do m a m has been tentatively identified as extending from about amino acid position 166 through about amino acid 
position 187 in the PROI271 ammo acid sequence (Figure 298, SEQ ID NO:416). 

In another aspea, the invention concerns an isolated nucleic acid molecule conqnisiqg <a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
10 preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 32 to about 208, inclusive of Figure 298 (SEQ ID NO:416), or (b) the 
complement of die DNA of (a). 

Another embodiment is directed to fragments of a PR01271 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleoddes in length, 
15 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 lo about 50 
nucleotides in lengdi, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01271 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

hiaspecific aspect, the inventionprovides isolated native sequence PR01271 pc^ypeptide, whichinone 
20 embodiment, includes an amino acid sequence comprising residues 32 through 208 of Figure 298 (SEQ ID 
NO:416). 

In anodier aspect, the invention concerns an isolated PR01271 polypeptide, conqmsi^g an amino acid 

sequence having at least about 80% sequence identity, preferably at-least about 85 %-sequenoe identity rmm- 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

15 sequence of amino acid residues 32 to about 208, inclusive of Figure 298 (SEQ ID NO:416). 

In a further aspect, the invention concerns an isolated PR01271 polypeptide, comprisii^ an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with die amino acid sequence 
of residues 32 through 208 of Figure 298 (SEQ ID NO:416). 

>0 In yet another aspect, the invention concerns an isolated PR01271 polypeptide, comprising the sequence 

of amino acid residues 32 to about 208, inclusive of Figure 298 (SEQ ID NO:416), or a fragmem thereof 
sufficient to provide a binding site for an anti-PR01271 antibody. Preferably, die PR01271 fragmem retains 
a qualitative biological activity of a native PR01271 polypeptide. 

In a still funher aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 

5 molecule under stringem conditions with (a) a DNA molecule encoding a PR01271 polypq}tide having the 
sequence of amino acid residues from about 32 to about 208, inclusive of Figure 298 (SEQ ID NO:4I6), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 



271 



10 



wo 99/63088 PCT/US99/13252 

identity, preferably at least about an 85% sequeiioe identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culniring a host ceU comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 

p(dypq>tide from the cell cultore. 

In yet another cmbodimem, the invention concems agonists and antagonists of a native PR01271 
polypeptide. In a particular embodiment, the agotust or antagonist is an anti-PR01271 antibotfy. 

In a further embodiment, the invention concems a method of identifying agonists or antagonists of a 
mitive PR01271 polypeptide, by contactmg the native PR01271 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodimem. the invention ccmcems a composition comprising a PR01271 polypqttide. 
or an agonist or amagonist as herefaiabove defined,' in combination with a pharmaceutically acceptable carrier. 



132. EBQISK 

A cDNA clMie (DNA67004-1614) has been identified that encodes a novel prtypeptide having sequence 
identity witii PUT2 and designated in tije presem application as -PR01375." 
15 In one embodiment, the inventiwi provides an isolated nucleic acid molecule comprising DNA encodmg 

a PR01375 pdypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequraKC identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01375 polypeptide having 
20 flu5 sequence of amino acid residues ftom about 1 to about 198. inclusive of Figure 300 (SEQ ID NO:418). or 
(h) tiie complement of the DNA molecule of (a). 

In another aspect, the invention concems an isolated nucleic acid molecule encoding a PR01375 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 104 and 
about 697. inclusive, of Figure 299 (SEQ ID NO:417). Preferably, hybridization occurs under stringent 
25 hybridization and wash conditions. 

In a fimher aspect, the invention concems an isolated nucleic acid molecule con^wismg DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferaWy at least about 95% sequence identity to (a) a DNA molecule 
encoding the same manire polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203115 
30 (DNA67004-1614). or (b) tfie complement of the DNA molecule of (a). In a preferred embodfanem, the nndwc 
add comprises a DNA encoding tiie same mamre polypeptide encoded by flie human protein cDNA in ATCC 
Deposit No. 2031 15 (DNA67004-1614). 

In a still further aspect, tiie invention concerns an isolated nucleic acid molecule conq>rising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
35 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues from about 1 to about 198. inclusive of Figure 300 (SEQ ID 
NO:418), or the complement of the DNA of (a). 
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In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by faybridimg a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR0137S polypeptide having the sequence of 
amino acid residues from about 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418), or <b) die 
complement of the DNA molecule of (a) , and, if the DNA noolecule has at least about an 80 % sequence identity, 
S preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprisii^ DNA encoding 
a PR01375 polypeptide in its soluble form, i.e. transmembrane domains deleted or inactivated variants, or is 
complementaiy to such encoding nucleic acid molecule. The o-ansmembrane domains have been tentatively 
10 identified as at about amino acid positions 1 1-28 (type II) and 103-125 of SEQ ID NO:418. 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, tnore 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 
amino acid sequence of residues 1 to about 198, inclusive of Figure 300 (SEQ ID NO:4]8), or (b) the 
15 complement of die DNA of (a). 

Another embodiment is directed to fragments of a PR01375 polypq>tide codii^ sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in kagdi, 
preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in lei^. 
20 In another embodiment, the invention provides isolated PRO 1375 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1375 polypeptide, which in one 
embodim^, inciudes^^ii^ 
NO:418). 

25 In another aspect, die invention concerns an isolated PRO 1 375 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418). 

In a further aspect, the invention concerns an isolated PR01375 polypeptide, comprising an amino acid 

30 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more |Heferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 dirough 198 of Figure 300 (SEQ ID NO:418). 

In yet another aspect, die invention concerns an isolated PRO 1375 polypeptide , comprising the sequence 
of amino acid residues 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418), or a fragment diereof 

35 sufficient to provide a binding site for an anti-PR01375 antibody. Preferably, die PR01375 fragment retains 
a qualitative biological activity of a native PR01375 polypeptide. 
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In a still ftirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01375 polypeptide having the 
sequence of amino acid residues from about 1 to about 198. inclusive of Figure 300 (SEQ ID NO:418), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

5 identity, most preferably at least about a 95* sequence identiQr to (a) or (b), (u) culwring a host ccU comprisujg 
the test DNA molecule under conditions suitable for expression of the polypq>tide. and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01375 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01375 antibody. 

10 In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PR01375 polypeptide, by contacting the native PR01375 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition cono^nisii^ a PRO 1375 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination mih a phaimaceutically acceptable carrier. 

15 

133. FR0^38S 

A cDNA clone (DNA68869-1610) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PROHSS**. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
20 a PR01385 polypeptide. 

In one aspect, tiie isolated nucleic acid coiq?rises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01385 polypeptide having 
the sequence of amino acid residues from about 1 or about 29 to about 128. inclusive of Figure 302 (SEQ ID 
25 NO:420), or (b) die complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01385 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about nucleotides 26 
or about 1 10 and about 409, inclusive, of Figure 301 (SEQ ID NO:419). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 
30 In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence idemity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203164 
(DNA68869-1610) or (b) the complement of die nucleic acid molecule of (a). In a preferred embodiment, die 
35 nucleic acid comprises a DNA encoding die sanje mamre polypeptide encoded by the human protein cDN A in 
ATCC Deposit No. 203164 (DNA68869-1610). 
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In still a further aspect, the inventioD concerns an isolated nucleic acid molecule con^rising (a) DN A 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 8S% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identic to the sequence of amino acid residues 1 or about 29 to about 128, inclusive of Figure 302 (S£Q ID 
NO:420). or (b) the con^lement of die DNA of (a). 

5 In a further aspect, the invention concerns an isolated nucleic acid molecule havii^ at least 245 

nucleotides and produced by hybridizmg a test DNA molecule under stringent conditions with (a) a TMA 
molecule encoding a PR01385 polypepdde having the sequence of amino acid residues from 1 or about 29 to 
about 128, inclusive of Figure 302 (SEQ ID NO:420), or (b) the conq>lema3t of the DH\ molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 

10 identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the mvention provides an isolated nucleic acid mdecule comprising DNA encodtag 
a PR01385 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 

IS extending from about amino acid position 1 to abom ammo acid position 28 in the sequence of Figure 302 (SEQ 
ID NO:420). 

In another aspea, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
20 amino acid sequence of residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420), <x (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01385 polypeptide coding sequence that may find 
iBC as^todizatioir^^bw.^ 

preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 301 (SEQ ID NO:419). 

In another embodiment, the invention provides isolated PR01385 polypeptide encoded by any of the 
isolated nucleic acid sequences heremabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01385 polypeptide, which in 
30 certain embodiments, includes an amino acid sequence comprising residues 1 or about 29 to about 128 of Figure 
302 (SEQ ID NO:420). 

In another aspect^ the invention concerns an isolated PROI385 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
35 sequence of amino acid residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420). 

In a further aspect, die invention concerns an isolated PR01385 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably a least 
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about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420). 

In yet another aspect, the invention concerns an isolated PR01385 polypeptide, comprising the sequence 
of amino acid residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01385 antibody. Preferably, the PRO 1385 fragment 
S retams a qualitative biological activity of a native PROI385 polypeptide. 

In a stiU iiirther aspect, the invention provides a polypeptide produced by (i) hybridizmg a test DNA 
molecule tmder stringent conditions with (a) a DNA molecule encoding a PR01385 polypeptide having the 
sequence of amino acid residues from about 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID 
NO:420), or (b) the coxiq)lement of the DNA molecule of (a), and if the test DNA molecule has at least about 
10 an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence idendty, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suiuble for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

15 134. PR01387 

A cDNA clone (DNA68872-1620) has been identified, having homology to nucleic acid enoodmg 
myelin, that encodes a novel polypeptide, designated in the present qyplication as "PR01387". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01387 polypeptide. 

20 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01387 polypeptide having 
die sequence of amino acid residues from about 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID 
N0:422), or (b) tiie complement of the DNA molecule of (a). 

25 In aiK>ther aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01387 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 85 
or about 142 and about 1266, inclusive, of Figure 303 (SEQ ID NO:421). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

30 at least about 80% sequence identity, preferably at least about 85% sequence idemity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die hiunan protein cDNA in ATCC Deposit No. 203160 
(DNA68872-1620) or (b) the complement of die nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA in 

35 ATCC Deposit No. 203160 (DNA68872.1620). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
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identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID 
NO:422), or (b) the con^lement of tiie DNA of (a). 

In a further aq>ect, the invention concerns an isolated nucleic acid molecule having at least 395 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 

5 molecule encoding a PR01387 polypeptide having die sequence of amiiK) acid residues from 1 or about 20 to 
about 394, inclusive of Figure 304 (SEQ ID NO:422), or (b) the coiiq>lement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least abcnn an 85% sequence 
identity, more preferably at least about a 90% sequence identity, noosi preferably at least about a ^ % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

10 In a specific aspect; the invention provides an isolated nucleic acid molecule conqxrising DNA encoding 

a PR01387 polypq)tide, with or without the N-terminal signal sequence and/or die initiating mediiomne, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or b coiiqilementaiy to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 19 in the sequence of Figure 304 (SEQ ID NO:422). The transmembrane 

15 domain has been tentatively identified as extending from abom amino acid position 275 to about amino acid 
position 296 in the PR01387 anuno acid sequence (Figure 304, SEQ ID NO:422). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprisipg (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 

20 amino acid sequence of residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID NO:422), or ^) 
the conq>lement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 387 polypeptide coding sequence diat may find 

use as hybridization pn^>es.-Such nucleic-acid fragments.are-from-about.20 to.ato 

preferably from about 20 to about 60 nucleotides in lengdi, more preferably from about 20 to about 50 

25 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from die nucleotide sequence shown in Figure 303 (SEQ ID NO:421). 

In another embodiment, the invention provides isolated PR01387 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1387 polypeptide, which in 

30 certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 3S4 of Pigure 
304 (SEQ ID NO:422). 

In another aspect, the invention concerns an isolated PR01387 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
35 sequence of amino acid residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID N0:422). 

In a fimher aspea, die invention concerns an isolated PROl 387 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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about 90% positives, most Inferably at least about 95% positives 

of residues l or about 20 to about 394. inclusive of Figure 304 (SEQ ID NO:422). 

Inyetanotheraspect.theinventionconccnisanisolatedPR013Wpolypeptidc,w 
of amino acid residues 1 or about 20 to about 394. inclusive of Figure 304 (SEQ ID NO:422). or a fragment 
fl«reof sufficient to provide a binding site for an anti-PR01387 antibody. Preferably, the PR01387 fragment 
5 retains a qualitative biological activity of a native PR01387 polypeptide. 

In a stiU further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions wi«h (a) a DNA molecule encoding a PRO 1387 polypeptide having the 
sequence of amino acid residues from about 1 or about 20 to about 394. inchisive of Figure 304 (SEQ ID 
NO:422). or (b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about 
10 an 80 % «quence identity . preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) cutairing a host 
ceU comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and fui) 
recovering die polypeptide from the cell culture. 

in yet anodier embodfanent. die imrention concerns agonists and amagonists of a native PR01387 
15 polypeptide, fa a particular embodiment, die agonbt or anuigonist is an anti-PR01387 antibody. 

In a further embodiment, die mvention concerns a metiiod of identifying agonists or antagonists of a 
native PR01387 polypeptide by contacting fl« native PR01387 polypeptide wifli a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a stitt fimher embodunent. die invention concerns a composition comprising a PR01387 polypeptide. 
20 or an agonist or antagonist as hereinabove defined, in combination wid, a pharmaceutically acceptable carrier. 

135. PR01384 

AcDNA done, referred to herein as-DNA71159".has been identified diatencodesanovelpolypepudc 

having homology to NKG2-D protein designated in die present appUcation as -PROI384". 
25 fa(«ecmbodiment.dieinvemionprovide8anisolatednucleicacidmoleculecomprisingDNAencodin^ 

a PR01384 polypeptide. 

fa one aspect. d« isolated nucleic acid comprises DNA having at least about 80% sequence identity. 

preferably at least about 85% sequence idemity. more preferably at least about 90% sequence identity, most 
preferably at least about 95%sequence identity to(a)aDNAmolecuteencodh«aPR01384pdypept.de^^ 

30 die sequence of amino acid residues fiom about 1 to about 229. inclusive of Figure 306 (SEQ ID NO:424). or 
(b) die complement of die DNA molecule of (a). 

fa anodier aspect, die invention concerns an isolated nucleic acid molecule encoding a PR01384 
polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about residues 182 and 
about 868. inclusive, of Figure 305 (SEQ ID NO:423). Preferably, hybridization occurs under stringent 

35 hybriiUzation and wash conditions. 

fa a further aspea. die invention concerns an isolated nucleic acid molecule comprismg DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
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about 9096 sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposh No. 203 135 
(DNA71 159-1617), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid con^)rises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in ATCC 
Deposit No. 203135 (DNA71 159-1617). 

In a still further aspert, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of ammo acid residues from about 1 to about 229. inclusive of Figure 306 (SEQ ID 

NO:424), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 384 polypeptide havmg the sequence of 
amino acid residues from about 1 to about 229. inclusive of Figure 306 (SEQ ID NO:424>. or (b) the 
complement of the DNA molecule of (a) . and. if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating tte test DNA molecule. 

In a specific a^)ect, the mvention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01384 polypeptide with its transmembrane domain deleted or inactivated, or is coii^>lementary to such 
encodmg nucleic acid molecule. The transmembrane domain has been tentatively identified as extending from 
about amino acid position 32 through about ammo acid position 57 in the PR01384 amino acid sequence (Figure 
306, SEQ ID NO:424). 

In another aspea. the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
"^odi^Tpo^^idTscOTin^^ 
preferably at least about 90% positives, most preferably at least about 95% positives when compared witii die 
amino acid sequence of residues 1 to about 229. inchisive of Figure 306 <SEQ ID NO:424), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01384 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides m length. 

In another embodiment, the invention provides isolated PR01384 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PR01384 polypeptide, which in one 
embodiment, includes an amino acid sequence comprismg residues I to 229 of Figure 306 (SEQ ID NO:424). 

In anodier aspect, the invention concerns an isolated PR01384 polypeptide, ^mprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
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sequence of amino add residues 1 to about 229. inclusive of Figure 306 (SEQ ID NO:424). 

In a further aspect, the invention concerns an isolated PR01384 polypeptide, con^rising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared m± the amino acid sequence 
of residues 1 to 229 of Figure 306 (SEQ ID NO:424). 
5 In yet another aspect, the invention concerns an isolated PR01384 polypeptide, comprising the sequence 

of amino acid residues 1 to about 229, inclusive of Figure 306 (SEQ ID NO:424), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01384 antibody. Preferably, die PR01384 fragment retains 
a qualitadve biological activity of a native PR01384 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizmg a test DNA 
10 molecule under stringent conditions with (a) a DNA molecule encoding a PR01384 polypeptide having die 
sequence of amino acid residues from about 1 to about 229. inclusive of Figure 306 (SEQ ID NO:424), or (b) 
the complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culniring a host cell comprismg 
15 the test DNA molecule under conditions suitable for expression of die polypeptide, and (iu) recovering die 
polypeptide from the ceU culture. 

In yet anodier embodiment, die invention concerns agonists and antagonists of a native PR01384 
polypeiHide. In a particular embodiment, die agonist or antagonist is an anti-PR01384 antibody. 

In a further embodiment, die invention concerns a meUiod of identifymg agonists or antagonists of a 
20 native PR01384 polypeptide, by contacting die native PRO 1 384 polypeptide widi a candidate molecule and 
monitormg a biological activity mediated by said polypeptide. 

In a still further embodimem, die invention concerns a composition comprising a PRO 1384 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination widi a pharmaceutically acceptable carrier. 



25 136* Addftional Embodimeirts 

In otiier embodiments of die i^esent invention, die invention provides vectors conqirising DNA 
encoding aiiy of die above or below described polypeptides. A host cell comprismg any such vector is also 
provided. By way of exanqile, die host cells may be CHO cells, E. coU, or yeast. A process for producing any 
of die above or below described polypeptides is fiirdier provided and comprises culturing host cells under 

30 conditions suiuble for expression of die desired polypeptide and recovering die desked polypeptide from die cell 
culture. 

In odier embodiments, die invention provides chimeric molecules comprising any of die above or below 
described polypeptides fused to a heterologous polypeptide or amino acid sequence. An example of such a 
chimeric molecule comprises any of die above or below described polypeptides fused to an epitope tag sequence 
35 or a Fc region of an immunoglobulin. 

In anodier embodiment, die invention provides an antibody which specifically bmds to any of die above 
or below described polypeptides. Optionally, die antibody is a monoclonal antibody. 
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In yet other embodiments, the invention provides oligonucleotide probes usefid for isolatii^ genomic 
and cDN A nucleotide sequences, wherein those probes may be derived from any of die above or below described 
nucleotide sequences. 

In other embodiments, Ae invention provides an isolated nucleic acid molecule con^vrising a nucleotide 
sequence that encodes a PRO polypeptide. 

In one aspea, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence identity, more preferably at least about 82% 
sequence identity, yet more preferably at least about 83% sequence identity, yet more preferably a least about 
84% sequence identity, yet more preferably at least about 85% sequence identiq^. yet more preferably at least 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88% sequence identiQr, yet more preferably at least about 89% sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91% sequence identity, yet more 
preferably at least about 92% sequence identity, yet more preferably at least about 93% sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably a least about 95% sequence identity, 
yet more preferably at least about 96% sequence idwitity. yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence idemity and yet more preferably at least about 99% 
sequence identity to (a) a DN A molecule encoding a PRO polypeptide having a full-lengtii amino acid sequence 
as disclosed herein, a Ml-lengtii amino acid sequence lacking die signal peptide as disclosed berem or an 
extracellular domain of a transmembrane protein as disclosed herein, or (b) the complemem of the DNA 
molecule of (a). 

In other aspects, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence idemity, more preferably at least about 82% 
sequence identity, yet more preferably at least about 83% sequence identity, yet more preferably at least about 
84% sequence identity, yet more preferably at least about 85% sequence identity, yet more preferably at Ic^i 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91% sequence identity, yet more 
preferably at least about 92% sequence identity, yet more preferably at least about 93% sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably at least about 95% sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence identity and yet more preferably at least about 99% 
sequence identity to (a) a DNA molecule having tiie coding sequence of a full-length PRO polypeptide cDNA 
as disclosed herein, the coding sequence of a full-lengtfi PRO polypeptide lacking the signal peptide as disclosed 
herein or the codfaig sequence of an extracellular domain of a transmembrane PRO polypeptiudc as disclosed 
herien, or (b) tht complement of the DNA molecule of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule comprising 
a nucleotide sequence having at least about 80% sequence identity, preferably at least about 81 % sequence 
identity, more preferably at least about S2% sequence identity, yet more preferably at least about 83% sequence 
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identity, yet more preferably at least about 84% sequence identity, yet more preferably at least about 85% 
sequence identity, yet more preferably at least about 86% sequence identity, yet more preferably at least about 
87% sequence identity, yet more preferably at least about 88% sequence identity, yet more preferably at least 
about 89% sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at 
least about 91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably 

5 at least about 93% sequence identity, yet more preferably at least about 94% sequence identiQ^, yet more 
preferably at least about 95% sequence identity, yet more preferably at least about 96% sequence identity, yet 
more preferably at least about 97% sequence identity, yet more preferably at least about 98% sequence identity 
and yet more preferably at least about 99% sequence identity to (a) a DNA molecule that encodes the same 
mature polypeptide encoded by any of the human protein cDN As deposited with the ATCC as disclosed herein, 

10 or (b) the complement of the DNA molecule of (a). 

Another a^>ect the invention provides an isolated nucleic acid molecule conqyrising a nucleotide 
sequence encoding a PRO polypeptide \4uch is either transmembrane domain-deleted or transmembrane domain- 
inactivated, or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) 
of such polypeptide are disclosed herem. Therefore, soluble extracellular domains of the herem described PRO 

15 polypeptides are contemplated. 

Another embodiment is directed to tagments of a PRO polypeptide coding sequence diat niay 

as, for example, hybridization probes or for encoding fragments of a PRO polypeptide that may optionally 

encode a polypeptide conqirising a binding site for an anii-PRO antibody. Such nucleic acid fragntenls are 

usually at least about 20 nucleotides in length, preferably at least about 30 nucleotides in length, more preferably 

20 at least about 40 nucleotides in lengtii, yet more preferably at least about 50 nucleotides in length, yet more 
preferably at least about 60 nucleotides in lengtfi, yet more preferably at least about 70 nucleotides in length, yet 
more preferably at least about 80 nucleotides in length, yet more preferably at least about 90 nucleotides in 
length, yet more preferably at least about 100 nucleotides in length, yet more preferably at least about 110 
nucleotides m lengtii, yet more preferably at least about 120 nucleotides in lengtii, yet more preferably at least 

25 about 1 30 nucleotides in lengtii, yet more preferably at least about 140 nucleotides in lengtii, yet more preferably 
at least about 150 nucleotides in lengtii, yet more preferably at least about 160 nucleotides in lengtii, yet more 
preferably at least about 170 nucleotides in lengtii, yet more preferably at least about 180 nucleotides in lengtii, 
yet more preferably at least about 190 nucleotides in lengtii, yei more preferably at least about 200 nucleotides 
in lengtii, yet more preferably at least about 250 nucleotides in lengtii, yet more preferably at least about 300 

30 nucleotides m lengtii, yet more preferably at least about 350 nucleotides m lengtii, yet more preferably at least 
about 400 nucleotides in lengtii, yet more preferably at least about 450 nucleotides in lengtii, yet more preferably 
a least about 500 nucleotides in lengtii, yet more preferably at least about 600 nucleotides in length, yet more 
preferably at least about 700 nucleotides in lengtii. yet more preferably at least about 800 nucleotides in lengtii, 
yet more preferably at least about 900 nucleotides in lengtii and yet more preferably at least about 1000 

35 nucleotides in lengtii. wherein in tiiis context tiie term "about" means tiie referenced nucleotide sequence lengtii 
phis or mmus 10% of tiiat referenced lengtii. It is noted tiiai novel fragments of a PRO polypeptide-enooding 
nucleotide sequence may be determined in a routine manner by aligning tiie PRO polypeptide-encoding nucleotide 
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sequence with other known nucleotide sequences using any of a number of well known sequ^ice alignment 
programs aixl determining which PRO polypeptide-encoding nucleotide sequence fragment(s) are novel. All of 
such PRO polypeptide-encodmg nucleotide sequences are contemplated herein. Also contemplated are the PRO 
polyp^tide fragments encoded by these nucleotide molecule fragments, preferably those PRO polypeptide 
fragments that conq>rise a binding site for an anti-PRO antibody. 
5 In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isohted 

nucleic acid sequences hereinabove identified. 

In a certain aspect, the invendon concerns an isolated PRO polypeptide, comprising an amino acid 
sequence havii^ at least about 80% sequence identity, preferably at least about 81% sequence idemity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 

10 more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferabfy at least about 87% seqittnce 
identhy, yet more preferably at least about 88% sequence identity, yet more preferably at least iboat 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 

15 about 93% sequence identity, yet more preferably at least about 94% sequence identic, yet more preferably at 
least about 95% sequence identity, yet more preferaUy at least about 96% sequence identic, yet mote preferably 
at least aboitt 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identic to a PRO polypeptide having a fiill-lengtii ammo acid sequence 
as disclosed herein, a full-length amino acid sequeiKe lacking the signal peptide as disclosed herein or an 

20 extracellular domain of a transmembrane protein as disclosed herein. 

In a further aspect, the invention concerns an isolated PRO polypeptide conq)ristng an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 81% sequence identity, more 

preferably at least abom 82 %~sequence identityryet more preferably at least about 83 %-sequeri^ 

more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence identity, 

25 yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet ihore preferably at least about 94% sequence identity, yet more preferably at 

30 least about 95 % sequence identity, yet more preferably at least about 96 % sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99 % sequence identity to an amino acid sequence eixxxled by any of the human protein 
cDNAs deposited witii die ATCC as disclosed herein. 

In a further aspect, the mvention concerns an isolated PRO polypeptide comprising an amino acid 

35 sequence scoring at least about 80% positives, preferably at least about 81 % positives, more preferably a least 
about 82% positives, yet more preferably at least about 83% positives, yet more preferably at least about 84% 
positives, yet more preferably at least about 85% positives, yet more preferably at least about 86% positives. 
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yet more preferably at least about 87% positives, yet more preferably a least about 88% positives, yet more 
preferably at least about 89% positives, yet more preferably at least about 90% positives, yet more preferably 
at least about 91 % positives, yet more preferably at least about 92% positives, yet more preferably at least about 
93% positives, yet more preferably at least about 94% positives, yet more preferably at least about 95% 
positives, yet more preferably at least about 96% positives, yet more preferably at least about 97% positives, 
5 yet more preferably at least about 98% positives and yet more preferably at least about 99% positives when 
ccttnpared with the ammo acid sequence of a PRO polypeptide havmg a full-length amino acid sequence as 
disclosed herein, a Mi-length amino acid sequence lacking the signal peptide as disclosed herein or an 
extracellular domain of a transmembrane protein as disclosed herein. 

In a specific aspect, the invention provides an isolated PRO polypeptide witiwut die N-tenninal signal 
10 sequence and/or the imtiadng methionine and is encoded by a nucleotide sequence tiiat encodes such an amino 
acid sequence as hereinbefore described. Processes for producing the same are also herein described, vtberm 
those processes comprise culturing a host cell comprising a vector which comprises the appropriate encoding 
nucleic acid molecule under conditions suitable for expression of the PRO polypeptide zad recovering the PRO 
polypeptide from the cell culture. 
15 Anotiier aspect the invention provides an isolated PRO polypeptide which is ehher transmembrane 

domain-deleted or transmembrane domain-inactivated. Processes for producing tiw same are also herein 
described, wherein those processes con^mse culniring a host cell comprising a vector which comprises die 
appropriate encodmg nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and 
recovering die PRO polypeptide from the cell culnire. 
20 Anotiier embodiment of die present invention is directed to die use of a PRO polypeptide, or an agonist 

or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for die preparation of a medicament 
useful in die treatment of a condition whidi is responsive lo die PRO polypeptide, an agonist or antagonist 
tiiereof or an and-PRO antibody. 

25 RRTKF DESCRIP TION OF THE DRAWINGS 

Figure 1 shows a nucleotide sequence (SEQ ID NO: 1) of a native sequence PR0281 (UNQ244) cDNA, 
wherein SEQ ID NO:i is a clone designated herein as "DN A 16422- 1209". 

Figure 2 shows die amino acid sequence (SEQ ID NO:2) derived from die coding sequence of SEQ ID 
N0:1 shown in Figure 1. 

30 Figure 3 shows a nucleotide sequence (SEQ ID N0:5) of a native sequence PR0276 (UNQ243) cDN A. 

wherein SEQ ID N0:5 is a clone designated herein as "DNA16435-1208". 

Figure 4 shows die ammo acid sequence (SEQ ID N0:6) derived from die coding sequence of SEQ ID 
N0:5 shown m Figure 3. 

Figure 5 shows a nucleotide sequence (SEQ ID N0:7) of a native sequence PR0189 (UNQ163) cDNA. 
35 wherein SEQ ID NO:7 is a clone designated herein as "DNA21642-1391 " . 

Figure 6 shows die amino acid sequence (SEQ ID NO:8) derived from die coding sequence of SEQ ID 
N0:7 shown in Figure 5. 



284 



wo 99/63088 



PCT/US99/12252 



Figuie 7 shows a nucleotide sequence designated herein as DNA14187 (SEQ ID N0:9). 

Figure 8 shows a nucleotide sequence (SEQ ID NO: 13) of anative sequence PROi90 (UNQ164) cDNA. 
wherein SEQ ID N0:13 is a clone designated herein as *DNA23334-1392'. 

I^gure 9 shows die amino acid sequence (SEQ ID NO: 14) derived firom the coding sequence of SEQ 
ID N0:13 shown in Hgure 8. 
5 Figure 10 shows a nucleotide sequence designated herein as DNA14232 (SEQ ID NO: 15). 

Figure 11 shows a nucleotide sequence (SEQ ID N0:19) of a nadve sequence PR0341 (UNQ3(X)) 
cDNA, wherein SEQ ID NO: 19 is a clcme designated herein as ''DNA26288-1239''. 

Figure 12 shows the amino acid sequence (SEQ ID NO:20) derived from the coding sequence of SEQ 
ID N0:19 shown in Hgure 11. 
10 Figure 13 shows a nucleotide sequence designated herein as DNA12920 (SEQ ID N0:2l). 

Figure 14 shows a nucleotide sequence (SEQ ID N0:22) of a native sequence FRO180 (UNQ154) 
cDNA, wherem SEQ ID NO:22 is a clone designated herein as "DNA26843-1389*'. 

Figure IS shows the amino acid sequence (SEQ ID NO:23) derived from the coding sequence of SEQ 
ID NO:22 shown in Figure 14. 
IS Figure 16 shows a nucleotide sequence designated herein as DNA12922 (SEQ ID NO:24). 

Figure 17 shows a nucleotide sequence (SEQ ID NO:27) of a native sequence PRO 194 (UNQ168) 
cDNA, whereus SEQ ID NO:27 is a clone designated herein as ''DNA26844-1394*'. 

Figure 18 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ 
ID NO:27 shown in Figure 17. 
20 Figure 19 shows a nucleotide sequence (SEQ ID NO:29) of a native sequence PRO203 (UNQ177) 

cDNA, wherein SEQ ID NO:29 is a clone designated herein as ''DNA30862-1396''. 

Figure 20 shows the amino acid sequence (SEQ ID NO:30) derived from the coding sequence of SEQ 
roNOr29~diown m Figme^l97 

Figure 21 shows a nucleotide sequence designated herein as DNA15618 (SEQ ID NO:31). 
25 Figure 22 shows a nucleotide sequence (SEQ ID NO:32) of a native sequence PRO290 (UNQ253) 

cDNA, wherem SEQ ID NO:32 is a clone designated herein as ''DNA35680-1212*'. 

Figure 23 shows the amino acid sequence (SEQ ID NO:33) derived from the coding sequence of SEQ 
ID NO:32 shown in Figure 22. 

Figure 24 shows a nucleotide sequence (SEQ ID NO:35) of a native sequence PR0874 (UNC^l) 
30 cDNA, vdierein SEQ ID NO:35 is a clone designated herein as *'DNA4062 1-1440". 

Figure 25 shows the amino acid sequence (SEQ ID NO:36) derived from the codii^ sequence of SEQ 
ID N0:3S shown in Figure 24. 

Figure 26 shows a nucleotide sequence (SEQ ID NO:40) of a native sequence PRO710 (UNQ374) 
cDNA, wherein SEQ ID N0:40 is a clone designated herein as "DNA44161-1434*'. 
35 Figure 27 shows the amino acid sequence (SEQ ID N0:41) derived from the coding sequence of SEQ 

ID NO:40 shown in Figure 26. 

Figure 28 shows a nucleotide sequence designated herein as DNA38190 (SEQ ID NO:42). 
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Figurp 29 shows a nucleotide sequence (SEQ ID NO:46) of a native sequence PROl 151 (UNQ581) 
cDNA. wherein SEQ ID NO:46 is a clone designated herein as •DNA44694-1500". 

Figure 30 shows the amino add sequence (SEQ ID NO:47) derived from the coding sequence of SEQ 

ID NO:46 shown in Figure 29. 

Figure 31 shows a nucleotide sequence (SEQ ID NO:51) of a native sequence PR01282 (UNQ652) 
5 cDNA, wherein SEQ ID N0:51 is a done designated herein as "DNA45495-1550". 

Figure 32 shows the ammo acid sequence (SEQ ID NO:52) derived fitom Ihe coding sequence of SEQ 

ID NO:Sl shown in Figure 31. 

Figure 33 shows a micleotide sequence (SEQ ID NO:56) of a native sequence PR0358 cDNA. wherein 
SEQ ID NO:56 is a done designated herein as "DNA47361-1 154. 
10 Figure 34 shows the amino add sequence (SEQ ID NO:57) derived from the coding sequence of SEQ 

ID NO:S6 shown in Figure 33. 

Figures 35A.B show a nucleotide sequence (SEQ ID NO:61) of a native sequence PR01310 cDNA. 
wherein SEQ ID NO:61 is a clone designated herein as *DNA47394-1572. 

Figure 36 shows the amino add sequence (SEQ ID NO:62) derived from the coding sequence of SEQ 
15 ID NO:61 shown in Figures 35A-B. 

Figure 37 shows a nucleotide sequence (SEQ ID NO:66) of a native sequence PR0698 (UNQ3e2) 
cDNA. wherein SEQ ID NO:66 is a clone designated herein as "DNA48320-1433*. 

Figure 38 shows the ammo acid sequence (SEQ ID NO:67) derived from the coding sequence of SEQ 

ID NO:66 shown in Figure 37. 
20 Figure 39 shows a nucleotide sequence designated herein as DNA39906 (SEQ ID NO:68). 

Figure 40 shows a nucleotide sequence (SEQ ID NO:72) of a native sequence PR0732 (UNQ396) 
cDNA. wherein SEQ ID NO:72 is a clone designated herein as "DNA48334-1435". 

Figure 41 shows the amino acid sequence (SEQ ID NO:73) derived from the coding sequence of SEQ 

ID NO:72 shown in Figure 40. 
25 Figure 42 shows a nucleotide sequence designated herein as DNA20239 (SEQ ID NO:74). 

Figure 43 shows a nucleotide sequence designated herein as DNA38050 (SEQ ID NO:75). 

Figure 44 shows a nucleotide sequence designated herein as DNA40683 (SEQ ID NO:76). 

Figure 45 shows a nucleotide sequence designated herein as DNA42580 (SEQ ID NO:77). 

Figures 46A-B show a nucleotide sequence (SEQ ID NO:83) of a native sequence PROl 120 (UNQ559) 
30 cDNA, wherem SEQ ID NO:83 is a clone designated herein as "DNA48606-1479". 

Figure 47 shows the ammo acid sequence (SEQ ID NO:84) derived from the coding sequence of SEQ 

ID NO:83 ^own in Figures 46A-B. 

Figure 48 shows a nucleotide sequence (SEQ ID NO:94) of a native sequence PR0537 (UNQ338) 
cDNA. wherem SEQ ID NO:94 is a clone designated herein as *DNA49141-1431". 
35 Figure 49 shows the ammo acid sequence (SEQ ID NO:95) derived from the coding sequence of SEQ 

ID NO:94 shown in Figure 48. 

Figure 50 shows a nucleotide sequence (SEQ ID NO:96) of a native sequence PR0536 (UNQ337) 
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cDNA, wherein SEQ ID NO:96 is a done designated herein as •DNA49142-1430\ 
Figure 51 shows die amino add sequence (SEQ ro NO:97) derived from 

ID NO:96 shown in Figure 50. 

Figure 52 shows a nucleotide sequence (SEQ ID NO:98) of a native sequence PR0535 (UNQ33d) 
cDNA, wherein SEQ ID NO:98 is a clone designated herein as "DNA49143-1429". 

Figure 53 shows the amino acid sequence (SEQ ID NO:99) derived from 

ID NO:98 shown in Figure 52. 

Figure 54 shows a nucleotide sequence designated herein as DNA3086I (SEQ ID NO: 100). 

Figure 55 shows a nucleotide sequence designated herein as DNA36351 (SEQ ID NO: 101). 

Figure 56 shows a nucleotide sequence (SEQ ID NO: 102) of a native sequence PR0718 (UNQ386) 
cDNA, wherein SEQ ID NO: 102 is a clone designated herein as "DNA49647-1398"- 

Figure 57 shows die amino acid sequence (SEQ ID NO: 103) derived from the coding sequence of SEQ 
ID NO: 102 shown in Figure 56. 

Figure 58 shows a nucleotide sequence designated herein as DNA15386 (SEQ ID NO: 104). 

Figure 59 shows a nucleotide sequence designated herein as DNA16630 (SEQ ID NO: 105). 

Figure 60 shows a nucleotide sequence designated herein as DNA16829 (SEQ ID NO: 106). 

Figure 61 shows a nucleotide sequence designated herein as DNA28357 (SEQ ID N0:107). 

Figure 62 shows a nucleotide sequence designated herein as DNA43512 (SEQ ID N0:1(^). 

Figure 63 shows a nucleotide sequence (SEQ ID NO: 112) of a native sequence PR0872 (UNQ439) 
cDNA. wherein SEQ ID NO: 112 is a clone designated herein as "DNA498 19-1439". 

Figure 64 shows the amino acid sequence (SEQ ID NO: 1 13) derived from the coding sequence of SEQ 
ID NO: 1 12 shown m Figure 63. 

Figure 65 shows a nucleotide sequence (SEQ ID NO: 1 14) of a native sequence PRO1063 (UNQ128) 
^NA. wherein SEQ IDl^oniiis a clone designated herein as ''DNA498a)^r427": 

Figure 66 shows the amino acid sequence (SEQ ID NO: 1 15) derived from the coding sequence of SEQ 

ID N0:1 14 shown m Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ID NO: 1 16) of a native sequence PR0619 (UNQ355) 
cDNA, wherein SEQ ID NO: 116 is a clone designated herein as •DNA4982 1-1562". 

Figure 68 shows the amino acid sequence (SEQ ID NO: 1 17) derived from the coding sequence of SEQ 
ID NO: 1 16 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO: 1 18) of a native sequence PR0943 (UN(}480) 
cDNA. wherein SEQ ID N0:118 is a clone designated herein as "DNA52192-1369". 

Figure 70 shows the amino acid sequence (SEQ ID NO: 1 19) derived from the coding sequence of SEQ 
ID N0:1 18 shown in Figure 69. 

Figure 71 shows a nucleotide sequence (SEQ ID NO: 123) of a native sequence PROl 188 (WQG02) 
cDNA, wherein SEQ ID NO: 123 is a clone designated herein as "DNA52598-1518". 

Figure 72 shows the amino acid sequence (SEQ ID NO: 124) derived from the coding sequence of SEQ 
ID NO:123 shown in Figure 71 . 
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Figure 73 shows a nucleotide sequence (SEQ ID NO:128) of a native sequence PR01133 (UNQ571) 
cDNA, wherein SEQ ID NO:128 is a clone designated herein as -DNA53913-1490". 

Figure 74 shows the amino acid sequence (SEQ ID NO: 129) derived from the coding sequence of SEQ 

ID NO: 128 shown in Figure 73, 

Figure 75 shows a nucleotide sequence (SEQ ID NO:134) of a native sequence PR0784 (UNQ459) 
5 cDNA, wherein SEQ ID NO: 134 is a clone designated herein as •DNA53978-1443". 

Figure 76 shows the amino acid sequence (SEQ ID NO: 1 35) derived from the coding sequence of SEQ 
ID NO: 134 shown in Figure 75. 

Figure 77 shows a nucleotide sequence designated herein as DNA44661 (SEQ ID NO: 136). 
Figure 78 shows a nucleotide sequence (SEQ ID NO:137) of a native sequence PR0783 (UNQ458) 
10 cDNA, wherein SEQ ID NO: 137 is a clone designated herein as •DNA53996-1442\ 

Figure 79 shows the amino acid sequence (SEQ ID NO: 138) derived fix)m the coding sequence of SEQ 
ID NO: 137 shown in Figure 78. 

Figure 80 shows a nucleotide sequence designated herein as DNA45201 (SEQ ID NO: 139). 
Figure 81 shows a nucleotide sequence designated herein as DNA14575 (SEQ ID NO: 140). 
15 Figure 82 shows a nucleotide sequence (SEQ ID NO: 145) of a native sequence PRO820 (UNQ503) 

cDNA, wherein SEQ ID NO: 145 is a clone designated herein as •DNA56041-1416*. 

Figure 83 shows tiie amino acid sequence (SEQ ID NO: 146) derived from the coding sequence of SEQ 

ID NO: 145 shown in Figure 82. 

Figure 84 shows a nucleotide sequence (SEQ ID NO: 147) of a native sequence PR01080 (UNQ537) 
20 cDNA, wherein SEQ ID NO:147 is a clone designated herein as •DNA56047-I456". 

Figure 85 shows tiic amino acid sequence (SEQ ID NO: 148) derived from the coding sequence of SEQ 

ID NO:147 shown in Figure 84. 

Figure 86 shows a nucleotide sequence designated herein as DNA36527 (SEQ ID NO:149). 

Figure 87 shows a nucleotide sequence (SEQ ID NO:150) of a native sequence PRO1079 (UNQ536) 
25 cDNA, wherein SEQ ID NO: 150 is a clone designated herein as -DNA56050-1455". 

Figure 88 shows the amino acid sequence (SEQ ID NO: 151) derived from the coding sequence of SEQ 
ID NO:150 shown in Figure 87. 

Figure 89 shows a nucleotide sequence (SEQ ID NO:152) of a native sequence PR0793 (UNQ432) 
cDNA. wherein SEQ ID NO:152 is a clone designated herein as "DNA561 10-1437". 
30 Figure 90 shows the amino acid sequence (SEQ ID NO: 153) derived from the coding sequence of SEQ 

ID NO: 152 shown in Figure 89. 

Figure 91 shows a nucleotide sequence designated herein as DNA50177 (SEQ ID NO: 154). 

Figure 92 shows a nucleotide sequence (SEQ ID NO: 155) of a native sequence PRO1016 (UNQ499) 
cDNA, wherem SEQ ID NO: 155 is a clone designated herein as "DNASei 13-1378". 
35 Figure 93 shows die amino ac'ui sequence (SEQ ID NO: 156) derived from the coding sequence of SEQ 

ID NO: 155 shown in Figure 92. 
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Figure 94 shows a nucleotide sequence <SEQ ID NO: 157) of a native sequence PRO1013 (UNQ496) 
cDNA, wherein SEQ ID NO:157 is a clone designated herein as "DNA56410-1414*. 

Figure 95 shows tiie amino acid sequence (SEQ ID NO: 158) derived from the coding sequence of SEQ 
ID NO: 157 shown m Figure 94. 

Figure 96 shows a nucleotide sequence (SEQ ID NO: 159) of a native sequence PR0937 (UN(2474) 
5 cDNA. wherein SEQ ID NO:159 is a clone designated herem as ■DNA56436-1448\ 

Figure 97 shows the amino acid sequence (SEQ ID NO: 160) derived from the coding sequence of SEQ 
ID NO: 159 shown in Figure 96. 

Figure 98 shows a nucleotide sequence (SEQ ID NO: 164) of a native sequence PR0842 (UN(>t73) 
cDNA, wherein SEQ ID NO:164 is a clone designated herein as •DNA56855-1447". 
10 Figure 99 shows the amino acid sequence (SEQ ID NO: 165) derived from the coding sequence of SEQ 

ID NO: 164 shown in Bgure 98. 

Figure 100 shows a nucleotide sequence (SEQ ID NO: 166) of a native sequence PR0839 (UNQ472) 
cDNA, wherein SEQ ID NO: 166 is a clone designated herein as ''DNA56859-1445". 

Figure 101 shows the amino acid sequence (SEQ ID NO: 1 67) derived from tbt coding sequence of SEQ 
15 ID NO: 166 shown in Figure 100. 

Figure 102 shows a nucleotide sequence (SEQ ID NO: 168) of a native sequence PROl 1 80 (UN(}594) 
cDNA, wherein SEQ ID NO:168 is a clone designated herein as "DNA56860-1510''. 

Figure 103 shows the amino acid sequence (SEQ ID NO: 169) derived from the coding sequence of SEQ 
ID NO:168 shown m Figure 102. 
20 Figure 104 shows a nucleotide sequence (SEQ ID NO: 170) of a native sequence PR01134 (UN(3572) 

cDNA, wherein SEQ ID N0:170 is a cloro designated herein as "DNA56865-149r. 

Figure 105 shows the amino acid sequence (SEQ ID NO: 171) derived from the coding sequence of SEQ 

Figure 106 shows a nucleotide sequence designated herein as DNA52352 (SEQ ID N0:1'^). 
25 Figure 107 shows a nucleotide sequence designated herein as DNA55725 (SEQ ID NO: 173). 

Figure 108 shows a nucleotide sequence (SEQ ID NO: 174) of a native sequence PRO830 (UNQ470) 
cDNA. wherein SEQ ID NO:174 is a clone designated herein as "DNA56866-1342". 

Figure 109 shows the amino add sequence (SEQ ID NO: 175) derived from the coding sequence of SEQ 
ID NO: 174 shown in Figure 108. 
30 Figure 1 10 shows a nucleotide sequence (SEQ ID NO: 176) of a native sequence PROl 1 15 (UNQ558) 

cDNA, wherein SEQ ID NO:176 is a clone designated herein as "DNA56868-1478\ 

Figure 1 1 1 shows the amino acid sequence (SEQ ID NO: 177) derived frx)m the coding sequence of SEQ 
ID NO: 176 shown in Figure 1 10. 

Figure 1 12 shows a nucleotide sequence (SEQ ID NO: 178) of a native sequence PRO 1277 (UNQ647) 
35 cDNA, wherein SEQ ID NO:178 is a clone designated herein as •DNA56869-1545". 

Figure 1 1 3 shows the amino acid sequence (SEQ ID NO: 1 79) derived from the codii^ sequence of SEQ 
ID NO: 178 shown in Figure 112. 
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Figure 1 14 shows a nucleotide sequence (SEQ ID NO: 180) of a native sequence PROl 135 (UNQ573) 
cDNA, wherein SEQ ID NO:180 is a clone designated herein as "DNASeSTO-WgZ". 

Figure 1 15 shows the ammo acid sequence (SEQ ID NO: 181) derived from the coding sequence of SEQ 
ID NO: 180 shown in Figure 114. 

Figure 1 16 shows a nucleotide sequence (SEQ ID NO:182) of a native sequence PR01114 (UNQ557) 
5 cDNA, wherein SEQ ID NO: 182 is a clone designated herein as ■DNA57033-1403\ 

Figure 1 17 shows the amino acid sequence (SEQ ID NO: 1 83) derived from the coding sequence of SEQ 

ID N0:182 shown in Figure 116. 

Figure 1 18 shows a nucleotide sequence designated herein as DNA48466 (SEQ ID NO: 184). 
Figure 1 19 shows a nucleotide sequence (SEQ ID NO:188) of a native sequence PR0828 (UNQ469) 
10 cDNA, wherein SEQ ID NO:188 is a clone designated herein as •DNA57037-1444". 

Figure 120 shows the ammo acid sequence (SEQ ID NO: 189) derived ftom the codmg sequence of SEQ 

ID NO: 188 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO: 193) of a native sequence PRO1009 (UNQ493) 
cDNA. wherem SEQ ID NO:193 is a clone designated herein as "DNA57129-1413". 
1 5 Figure 122 shows the amino acid sequence (SEQ ID NO : 194) derived from the coding sequence of SEQ 

ID NO:193 shown in Figure 121. 

Figure 123 shows a nucleotide sequence designated herein as DNA50853 (SEQ ID NO: 195). 
Figure 124 shows a nucleotide sequence (SEQ ID NO: 196) of a native sequence PRO1007 (UNQ491) 
cDNA, wherein SEQ ID NO: 196 is a clone designated herein as "DNA57690-1374". 
20 Figure 125 shows the amino acid sequence (SEQ ID NO: 197) derived from the coding sequence of SEQ 

ID NO: 196 shown in Figure 124. 

Figure 126 shows a nucleotide sequence (SEQ ID NO:198) of a native sequence PRO1056 (UNQ521) 
cDNA. wherein SEQ ID NO: 198 is a clone designated herein as "DNA57693-1424". 

Figure 127 shows the amino acid sequence (SEQ ID NO: 199) derived fix)m the coding sequence of SEQ 

25 ID NO: 198 shown in Figure 126. 

Figure 128 ^ows a nucleotide sequence (SEQ ID NO:200) of a native sequence PR0826 (UNQ467) 
cDNA, wherein SEQ ID NO:200 is a clone designated herein as •DNA57694.134r. 

Figure 129 shows the amino acid sequence (SEQ ID NO:201) derived from the coding sequence of SEQ 
ID NO:200 shown in Figure 128. 
30 Figure 130 shows a nucleotide sequence (SEQ ID NO:202) of a native sequence PR0819 (UNQ466) 

cDNA, wherein SEQ ID NO:202 is a clone designated hercm as -DNA57695-1340". 

Figure 131 shows the amino acid sequence (SEQ ID NO:203) derived from the coding sequence of SEQ 
ID NO:202 shown in Figure 130. 

Figure 132 shows a nucleotide sequence (SEQ ID NO:204) of a native sequence PRO1006 (UNQ490) 
35 cDNA, wherein SEQ ID NO:204 is a clone designated herein as •DNA57699-1412\ 

Figure 133 shows tiie amino acid sequence (SEQ ID NO:205) derived from tiie coding sequence of SEQ 
ID NO:204 shown in Figure 132. 
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Figure 134 shows a micteodde sequence (SEQ ID NO:206) of a native sequence PROl 1 12 (UN(^55) 
cDNA, wherein SEQ ID NO:206 is a clone designated herein as "DNASTTCS-MTd*. 

Figure 135 shows the amino acid sequence <SEQ ID NO:207) derived from the coding sequence of SEQ 
ID NO:206 shown in Figure 134. 

Figure 136 shows a nucleotide sequence (SEQ ID NO:208) of a native sequence PRO 1074 (UNQS31) 
5 cDNA» wherein SEQ ID NO:208 is a clone designated herein as "DNA57704-1452". 

Figure 137 shows the amino acid sequence (SEQ ID NO:209) derived from the coding sequence of SEQ 
ID NO:208 shown in Figure 136. 

Figure 138 shows a nucleotide sequence (SEQ ID NO:210) of a native sequence PRO1005 (UN(J489) 
cDNA, wherein SEQ ID NO:210 is a clone designated herein as •DNAS7708-1005". 
10 Figure 1 39 shows the amino acid sequence (SEQ ID NO:2 1 1) derived from the coding sequence of SEQ 

ID NO:210 shown in Figure 138. 

Figure 140 shows a nucleotide sequence (SEQ ID NO:212) of a native sequence PRO1073 (UNQ530) 
cDNA, wherein SEQ ID NO:212 is a clone designated herein as ''DNAS77 10-1451*. 

Figure 141 shows the amino acid sequence (SEQ ID NO:213) derived from the coding sequence ofSEQ 
15 ID NO:212 shown m Figure 140. 

Figure 142 shows a nucleotide sequence designated herein as DNA55938 (SEQ ID NO:214). 
Figure 143 shows a nucleotide sequence (SEQ ID NO:2l5) of a native sequence PROl 152 <UN(}582) 
cDNA, wherein SEQ ID NO:215 is a clone designated herein as "DNA5771M50r. 

Figure 144 shows the amino acid sequence (SEQ ID NO:216) derived from the coding sequence of SEQ 
20 ID NO:215 shown in Figure 143. 

Figure 145 shows a nucleotide sequence designated herein as DNA55807 (SEQ ID NO:217). 
Figure 146 shows a nucleotide sequence (SEQ ID NO:2l8) of a native sequence PRO 1136 (UN<J574) 

cDNAVwherein SEQ ID NO:218 is"a~clone"designa^ 

Figure 147 shows the amino acid sequence (SEQ ID NO:219) derived from thecoding sequence of SEQ 
25 ID NO:2l8 shown in Figure 146. 

Figure 148 shows a nucleotide sequence (SEQ ID NO:220) of a native sequence PR0813 (UN(}465) 
cDNA, wherein SEQ ID NO:220 is a clone designated herein as "DNA57834-1339V 

Figure 149 shows the amino acid sequence (SEQ ID N0:221) derived from die coding sequence of SEQ 
ID NO:220 shown m Figure 148. 
30 Figure 150 shows a nucleotide sequence (SEQ ID NO:222) of a n^ve sequence PRO809 (UN()464) 

cDNA, wherein SEQ ID NO:222 is a clone designated herein as *'DNA57836-1338\ 

Figure 15 1 shows the ammo acid sequence (SEQ ID NO:223) derived from the coding sequence of SEQ 
ID NO:222 shown in Figure 150. 

Figure 152 shows a nucleotide sequence (SEQ ID NO:224) of a native sequence PR0791 (UN(2463) 
35 cDNA, wherein SEQ ID NO:224 is a clone designated herein as •DNA57838-1337". 

Figure 153 shows the amino acid sequence (SEQ ID NO:225) derived from the coding sequence of SEQ 
ID NO:224 shown m Figure 152. 
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Figure 154 shows a micleolidc sequence (SEQ ID NO:226) of a native sequence PROI004 (UNQ488) 
cDNA, wherein SEQ ID NO:226 is a clone designated herein as "DNA57844-1410\ 

Figure 155 shows the amino acid sequence (SEQ ID NO:227) derived from the coding sequence of SEQ 
ID NO:226 shown in Figure 154. 

Figure 156 shows a nucleotide sequence (SEQ ID NO:228) of a native sequence PROl 1 1 1 (UNQ554) 
cDNA, wherein SEQ ID NO:228 is a clone designated herein as "DNA58721-1475-. 

Figure 157 shows the amino acid sequence (SEQ ID NO:229) derived from the coding sequence of SEQ 
ID NO:228 shown in Figure 156. 

Figure 158 shows a nucleotide sequence (SEQ ID NO:230) of a native sequence PR01344 (UN<J699) 
cDNA, wherein SEQ ID NO:230 is a clone designated hcrcui as "DNA58723-1588". 

Figure 159 shows the amino acid sequence (SEQ ID NO:231) derived from the coding sequence of SEQ 
ID NO:230 shown in Figure 158. 

Figure 160 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PROl 109 (UNQ552) 
cDNA, wherein SEQ ID NO:235 is a clone designated herein as "DNA58737-1473", 

Figure 161 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
ID NO:235 shown in Figure 160. 

Figure 162 shows a nucleotide sequence (SEQ ID NO:240) of a native sequence PR01383 (UNQ719) 
cDNA, wherein SEQ ID N0:240 is a clone designated herein as "DNA58743-1609". 

Figure 163 shows the amino acid sequence (SEQ ID NO:241) derived from the coding sequence of SEQ 
ID NO:240 shown in Figure 162. 

Figure 164 shows a nucleotide sequence (SEQ ID NO:245) of a native sequence PRO1003 (UNQ487) 
cDNA, wherein SEQ ID NO:245 is a clone designated herein as "DNA58846-1409*. 

Figure 165 shows the amino acid sequence (SEQ ID NO:246) derived from die coding sequence of SEQ 
ID NO:245 shown in Figure 164. 

Figure 166 shows a nucleotide sequence (SEQ ID NO:247) of a native sequence PROl 108 (UNQ551) 
cDNA, wherein SEQ ID NO:247 is a clone designated herein as "DNA58848-1472". 

Figure 167 shows the amino acid sequence (SEQ ID NO:248) derived from the codmg sequence of SEQ 
ID NO:247 shown in Figure 166. 

Figure 168 shows a nucleotide sequence (SEQ ID NO:249) of a native sequence PROl 137 (UNQ575) 
cDNA, wherein SEQ ID NO:249 is a clone designated herein as "DNA58849-1494". 

Figure 169 shows the amino acid sequence (SEQ ID NO:250) derived from the coding sequence of SEQ 
ID NO:249 shown in Figure 168. 

Figure 170 shows a nucleotide sequence (SEQ ID NO:252) of a native sequence PROl 138 (UNQ576) 
cDNA. wherein SEQ ID NO:252 is a clone designated herein as "DNA58850-1495". 

Figure 171 shows the amino acid sequence (SEQ ID NO:253) derived from the coding sequence of SEQ 
ID NO:252 shown in Figure 170, 

Figure 172 shows a nucleotide sequence designated herein as DNA49140 (SEQ ID NO:254). 
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Figure 173 shows a nucleotide sequence (SHJ ID NO:255) of a native sequence PRO1054 (UNQ519) 
cDNA, v^bsrcm SEQ ID NO:255 is a clone designated herein as •DNA58853-1423". 

Figure 174 shows the amino acid sequence (SEQ roNO:256) derived from the coding s^^ 

ID NO:255 shown in Figure 173. 

Figure 175 shows a nucleotide sequence (SEQ ID NO:257) of a native sequence PR0994 (UNQ518) 
5 cDNA, wherein SEQ ID NO:257 is a clone designated herein as "DNA58855-1422"- 

Figure 176 shows tiie amino add sequence (SEQ ID NO:258) derived from the codii« sequence of SEQ 
ID NO:257 shown in Figure 175. 

Figure 177 shows a nucleotide sequence (SEQ ID NO:259) of a native sequence PR0812 (UN<J517) 
cDNA. wherein SEQ ID NO:259 is a clone designated herein as "DNA59205-1421". 
10 Figure 178 shows the anuno acid sequence (SEQ ID NO:260) derived from the codh^ sequence of SEQ 

ID NO:259 shown in Figure 177. 

Figure 179 shows a nucleotide sequence (SEQ ID NO:261) of a native sequence PRO1069 (UNQ526) 
cDNA, wherein SEQ ID NO:261 is a clone designated herein as 'DNA5921 1-1450". 

Figure 180 shows the amino acid sequence (SEQ ID NO:262) derived from the coding sequence of SEQ 
15 ID NO:261 shown in Figure 179. 

Figure 181 shows a nucleotide sequence (SEQ ID NO:263) of a native sequence PROl 129 (UNQ568) 
cDNA, wherein SEQ ID NO:263 is a clone designated herein as •DNA59213-1487". 

Figure 182 shows the amino acid sequence (SEQ ID NO:264) derived from the coding sequence of SEQ 
ID NO:263 shown in Figure 181. 
20 Figure 183 shows a nucleotide sequence (SEQ ID NO:265) of a native sequence PRO1068 (UNQ525) 

cDNA, wherein SEQ ID NO:265 is a clone designated herein as ''DNA59214-1449". 

Figure 184 shows the amino acid sequence (SEQ ID NO:266) derived from the coding sequence of SEQ 
ID NO:265 shown in Figure 183. 

Figure 185 shows a nucleotide sequence (SEQ ID NO:267) of a native sequence PRO1066 (UNQ524) 
25 cDNA, wherein SEQ ID NO:267 is a clone designated herein as "DNA59215-1425". 

Figure 186 shows the amino acid sequence (SEQ ID NO:268) derived from the coding sequence of SEQ 
ID NO:267 shown in Figure 185. 

Figure 187 shows a nucleotide sequence (SEQ ID NO:269) of a native sequence PROl 184 (UNQ598) 
cDNA, wherein SEQ ID NO:269 is a done designated herein as "DNA5922a-1514-. 
30 Figure 188 shows the amino acid sequence (SEQ ID NO:270) derived from the coding sequence of SEQ 

ID NO:269 shown in Figure 187. 

Figure 189 shows a nucleotide sequence (SEQ ID NO:271) of a naUve sequence PRO1360 (UNQ709) 
cDNA, wherein SEQ ID NO:271 is a clone designated herein as "DNA59488-1603". 

Figure 190 shows the amino acid sequence (SEQ ID NO:272) derived from the coding sequence of SEQ 
35 ID NO:271 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NO:273) of a native sequence PRO1029 (UNQ514) 
cDNA, wherein SEQ ID NO:273 is a clone designated herein as "DNA59493-1420". 
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Figure 192 shows the amino acid sequence (SEQ ID NO:274) derived from the coding sequence of SEQ 
ID NO:273 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO:275) of a native sequence PROH39 (UNQ577) 
cDNA, wherein SEQ ID NO:275 is a clone designated herein as ''DNA59497-1496". 

Figure 194 shows the amino acid sequence (SEQ ID NO:276) derived from the coding sequence of SEQ 
5 ID NO:275 shown in Figure 193. 

Figure 195 shows a nucleotide sequence (SEQ ID NO:277) of a native sequence PRO1309 (UN(J675) 
cDNA, wherein SEQ ID NO:277 is a clone designated herein as "DNA59588-157r . 

Figure 196 shows the amino acid sequence (SEQ ID NO:278) derived from the coding sequence of SEQ 
ID NO:277 shown in Figure 195. 
10 Figure 197 shows a nucleotide sequence (SEQ ID NO:280) of a native sequence PRO1028 (UNQ513) 

cDNA, wiiercin SEQ ID NO:280 is a clone designated herein as •DNA59603-1419". 

Figure 198 diows the iainino add sequence (SEQ ID NO:281) derived from tte 
ID NO:280 shown in Figure 197. 

Figure 199 shows a nucleotide sequence (SEQ ID NO:282) of a native sequence PROlOll (UN(}512) 
15 cDNA, wherein SEQ ID NO:282 is a clone designated herein as "DNA59605-1418*. 

"Figure 200 shows the amino acid sequence (SEQ ID NO:283) derived from the coding sequence of SEQ 
ID NO:282 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:284) of a native sequence PROl 107 (UNQ550) 
cDNA, wherein SEQ ID NO:284 is a clone designated herein as "DNA59606-1471 
20 Figure 202 shows the amino acid sequence (SEQ ID NO:285) derived from the coding sequence of SEQ 

ID NO:284 shown in Figure 201. 

Figure 203 shows a nucleotide sequence (SEQ ID NO:286) of a native sequence PROl 140 (UNQ578) 
cDNA, wherein SEQ ID NO:286 is a clone designated herein as "DNA59607-1497". 

Figure 204 shows the amino acid sequence (SEQ ID NO:287) derived from the coding sequence of SEQ 
25 ID NO:286 shown in Figure 203. 

Figure 205 shows a nucleotide sequence (SEQ ID NO:288) of a native sequence PROl 106 (UNQ549) 
cDNA, wherein SEQ ID NO:288 is a clone designated herein as •DNA59609-1470\ 

Figure 206 shows the amino acid sequence (SEQ ID NO:289) derived from die coding sequence of SEQ 
ID NO:288 shown in Figure 205. 
30 Figure 207 shows a nucleotide sequence (SEQ ID NO:290) of a native sequence PR01291 (UN(}659) 

cDNA, wherein SEQ ID NO:290 is a clone designated herein as •DNA59610-1556". 

Figure 208 shows the amino acid sequence (SEQ ID N0:291) derived from the codmg sequence of SEQ 
ID NO:290 shown in Figure 207. 

Figure 209 shows a nucleotide sequence (SEQ ID NO:292) of a native sequence PROl 105 (UNQ548) 
35 cDNA, wherein SEQ ID NO:292 is a clone designated herein as "DNA59612-1466*. 

Figure 210 shows the amino acid sequence (SEQ ID NO:293) derived from die coding sequence of SEQ 
ID NO;292 shown in Figure 209. 
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Figure 21 1 shows a nucleotide sequence (SEQ ID NO:294) of a native sequence PR0511 (UNl^ll) 
cDNA, vihmin SEQ ID NO:294 is a clone designated herein as "DNA59613-1417". 

Figure 212 shows the ammo add sequence (SEQ ID NO:295) derived ftom the codii^ sequence of SEQ 
ID NO:294 shown in Figure 211. 

Figure 213 shows a nucleotide sequence (SEQ ID NO:296) of a native sequence PROl 104 (UNQ547) 
cDNA, wherein SEQ ID NO:296 is a clone designated herein as "DNA59616-1465*. 

Figure 214 shows the amino acid sequence (SEQ ID NO:297) derived from the coding sequence of SEQ 
ID NO:296 shown in Figure 213. 

Figure 215 shows a nucleotide sequence (SEQ ID NO:298) of a native sequence PROllOO (UNQ546) 
cDNA, wherein SEQ ID NO:298 is a clone designated herein as "DNA59619-1464*. 

Figure 216 shows the amino acid sequence (SEQ ID NO:299) derived from the coding sequence of SEQ 
ID NO:298 shown in Figure 215. 

Figure 217 shows a nucleotide sequence (S^ ID NO:300) of a native sequence PR0836 (UNQ545) 
cDNA, wherem SEQ ID NO:300 is a clone designated herein as •DNA59620-1463". 

Figure 218 shows the amino add sequence (SEQ ID NO:301) derived ftom the coding sequence of SEQ 
ID NO:300 shown in Figure 217. 

Figure 219 shows a nucleotide sequence (SEQ ID NO:3Q2) of a native sequence PROl 141 (UN(3579) 
cDNA, wherein SEQ ID NO:302 is a clone designated herein as "DNA59625-1498'. 

Figure 220 shows the amino acid sequence (SEQ ID NO:303) derived from the coding sequence of SEQ 
ID NO:302 shown in Figure 219. 

Figure 221 shows a nucleotide sequence designated herein as DNA33128 (SEQ ID NO:304). 

Figure 222 shows a nucleotide sequence designated herein as DNA34256 (SEQ ID NO:305). 

Figure 223 shows a nucleotide sequence designated herein as DNA47941 (SEQ ID NO:306). 

Figure 224^ows a nucleotide sequence d^ipai^ hereiiras"DNA54389 (SEQ ID NO:307); 

Figure 225 shows a nucleotide sequence <SEQ ID NO:308) of a native sequence PROl 132 (UNQ570) 
cDNA, wherein SEQ ID NO:308 is a clone designated herein as "DNA59767-1489*. 

Figure 226 shows the amino add sequence (SEQ ID NO:309) derived from the coding sequence of SEQ 
ID NO:308 shown m Figure 225, 

Figure 227 shows a nudcotide sequence (SEQ ID NO:313) of a native sequence PR01346 cDNA. 
wherein SEQ ID NO:313 is a clone designated herein as •DNA59776-1600". 

Figure 228 shows the amino acid sequence (SEQ ID NO:314) derived from the coding sequence of SEQ 
ID NO:313 shown in Figure 227. 

Figure 229 shows a nucleotide sequence (SEQ ID NO;318) of a native sequence PROl 131 (UNQ569) 
cDNA, wherem SEQ ID NO:318 is a clone designated herein as "DNA59777-1480". 

Figure 230 shows tiie amino acid sequence (SEQ ID NO:319) derived from tiie codmg sequence of SEQ 
ID NO:318 shown m Figure 229. 

Figure 231 shows a nucleotide sequence designated herein as DNA43546 (SEQ ID NO:320). 
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Figure 232 shows a nucleotide sequence (SEQ ID NO:325) of a native sequence PR01281 (UNQdSl) 
cDNA, wherein SEQ ID NO:325 is a clone designated herein as "DNA59820-1549". 

Figure 233 shows the amino acid sequence (SEQ ID NO:326) derived from the coding sequence of SEQ 
ID NO:32S shown in Figure 232. 

Figure 234 shows a nucleotide sequence (SEQ ID NO:333) of a native sequence PRO1064 (UNQlll) 
5 cDN A, wherein SEQ ID NO:333 is a clone designated herein as •DNA59827-1426'' . 

Figure 235 shows the amino acid sequence (SEQ ID NO:334) derived from the coding sequence of SEQ 
ID NO:333 shown in Figure 234. 

Figure 236 shows a nucleotide sequence designated herein as DNA45288 (SEQ ID NO:335). 
Figure 237 shows a nucleotide sequence (SEQ ID NO:339) of a native sequence PR01379 (UN(J716) 
10 cDNA, whercm SEQ ID NO:339 is a clone designated herein as "DNA59828-1608". 

Figure 238 shows the amino acid sequence (SEQ ID NO:340) derived from the coding sequence of SEQ 
ID NO:339 shown in Figure 237. 

Figure 239 shows a nucleotide sequence (SEQ ID NO:344) of a native sequence PR0844 (UNQ544) 
cDNA, wherem SEQ ID NO:344 is a clone designated herein as "DNA59838-1462". 
15 Figure 240 shows the amino acid sequence (SEQ ID NO:345) derived from the codmg sequence of SEQ 

ID NO:344 shown in Figure 239. 

Hgure 241 shows a nucleotide sequence (SEQ ID NO:346) of a native sequence PR0848 (UNQ543) 
cDNA, wherein SEQ ID NO:346 is a clone designated herein as •'DNA59839-1461 " . 

Figure 242 shows the amino acid sequence (SEQ ID NO:347) derived from the coding sequence of SEQ 
20 ID NO:346 shown in Figure 241. 

Figure 243 shows a nucleotide sequence (SEQ ID NO:348) of a native sequence PRO1097 (UNQ542) 
cDNA. whercm SEQ ID NO:348 is a clone designated herein as •'DNA59841-1460", 

Figure 244 shows the amino acid sequence (SEQ ID NO:349) derived from the coding sequence of SEQ 
ID NO:348 shown in Figure 243. 
25 Figure 245 shows a nucleotide sequence (SEQ ID NO:350) of a native sequence PROl 153 (UNQ583) 

cDNA, wherein SEQ ID NO:350 is a clone designated herein as "DNA59842-1502". 

Figure 246 shows the amino acid sequence (SEQ ID NO:35 1 ) derived from the coding sequence of SEQ 
ID NO:350 shown in Figure 245. 

Figure 247 shows a nucleotide sequence (SEQ ID NO:352) of a native sequence PROl 154 (UNQ584) 
30 cDNA, wherein SEQ ID NO:352 is a clone designated herein as "DNA59846-1503". 

Figure 248 shows the amino acid sequence (SEQ ID N0:353) derived from the coding sequence of SEQ 
ID NO:352 shown m Figure 247. 

Figure 249 shows a nucleotide sequence (SEQ ID NO:354) of a native sequence PR0I181 (UNQ595) 
cDNA, wherein SEQ ID NO:354 is a clone designated herein as "DNA59847-1511". 
35 Figure 250 shows the ammo acid sequence (SEQ ID N0:355) derived from the coding sequence of SEQ 

ID NO:354 shown in Figure 249. 
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Figure 251 shows a nucleotide sequence (SEQ ID NO:356) of a native sequence PR01182 (UNQ596) 
cDNA, wherein SEQ ID NO:356 is a clone designated herein as •DNA59848-1512". 
Figure 252 shows the amino acid sequence<SEQ ro NO:357) derived 

ID NO:356 shown in Figure 251. 

Figure 253 shows a nucleotide sequence (SEQ ID NO:358) of a native sequence PROn55 (UNQ585) 
5 cDNA. wherein SEQ ID NO:358 is a clone designated herein as "DNA59849-1504*. 

Figure 254 shows the amino acid sequence (SEQ ID NO:359) derived from the coding sequence of SEQ 

ID NO:358 shown in Figure 253. 

Figure 255 shows a nucleotide sequence (SEQ ID NO:360) of a native sequence PR01156 (UNQ586) 
cDNA. wherein SEQ ID NO:360 is a clone designated herein as •DNA59853-1505\ 
10 Figure 256 shows the amino acid sequence (SEQ ID NO:36 1) derived from the coding sequence of SEQ 

ID NO:360 shown in Figure 255. 

Figure 257 shows a nucleoddc sequence (SEQ ID NO:362) of a native sequence PRO1098 (UNQ541) 
cDNA, wherein SEQ ID NO:362 is a clcme designated herein as •DNA59854-1459". 

Figure 258 shows the amino acid sequence (SEQ ID NO: 363) derived from the coding sequence of SEQ 

15 ID NO:362 shown in Figure 257. 

Figure 259 shows a nucleotide sequence (SEQ ID NO:364) of a native sequence PRQl 127 (UNQ565) 
cDNA, wherein SEQ ID NO:364 is a clone designated herein as •DNA60283-1484". 

Figure 260 shows the amino acid sequence (SEQ ID NO:365) derived from the coding sequence of SEQ 

ID NO:364 shown in Figure 259. 
20 Figure 261 shows a nucleotide sequence (SEQ ID NO:366) of a native sequence PROl 126 (UNQ564) 

cDNA, whcrem SEQ ID NO:366 is a clone designated herein as -DNA60615-1483 " . 

Figure 262 shows the amino acid sequence (SEQ ID NO:367) derived from the coding sequence of SEQ 

ID NO:366 shown in Figure 261. 

Figure 263 shows a nucleotide sequence (SEQ ID NO:368) of a native sequence PROl 125 (UNQ563) 
25 cDNA, wherein SEQ ID NO:368 is a clone designated herein as •DNA60619-1482*, 

Figure 264 shows the amino acid sequence (SEQ ID NO:369) derived from tiie coding sequence of SEQ 
ID NO:368 shown in Figure 263. 

Figure 265 shows a nucleotide sequence (SEQ ID NO:370) of a native sequence PROl 186 (UNQ600) 
cDNA, wherem SEQ ID NO:370 is a clone designated hercm as "DNA6062I-1516*. 
30 Figure 266 shows the ammo acid sequence (SEQ ID NO:371) derived from the codmg sequence of SEQ 

ID NO:370 shown in Figure 265. 

Figure 267 shows a nucleotide sequence <SEQ ID NO:372) of a native sequence PR01198 (UNQ611) 
cDNA, wherein SEQ ID NO:372 is a clone designated herein as •DNA606K-1525'. 

Figure 268 shows the amino acid sequence (SEQ ID NO:373) derived from the coding sequence of SEQ 

35 ID NO:372 shown in Figure 267. 

Figure 269 shoWs a nucleotide sequence (SEQ ID NO:374) of a native sequence PROl 158 (UNQ588) 
cDNA. wherein SEQ ID NO:374 is a clone designated herem as 'DNA60625-1507*. 
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Figure 270 shows the amino acid sequence (SEQ ID NO:375) derived from fhe coding sequence of SEQ 
ID NO:374 shown in Ingure 269. 

Figure 271 shows a nucleotide sequence (SEQ ID NO:376) of a native sequence PR01159 (UNQ589) 
cDNA. wherein SEQ ID NO:376 is a clone designated herein as "DNA60627-1508". 

Figure 272 shows the amino acid sequence (SEQ ID NO:377) derived from die coding sequence of SEQ 
5 ID NO:376 shown in Figure 27L 

Figure 273 shows a nucleotide sequence (SEQ ID NO:378) of a native sequence PROI 124 (UN(JS62) 
cDNA, wherein SEQ ID NO:378 is a clone designated herein as "DNA60629-148r . 

Figure 274 shows the amino acid sequence (SEQ ID NO:379) derived Irom the codu^ sequence of SEQ 
ID NO:378 shown in Figure 273. 
10 Figure 275 shows a nucleotide sequence (SEQ ID NO:380) of a native sequence PR01287 (UN(^6) 

cDNA, wherem SEQ ID NO:380 is a clone designated herein as 'DNA61755-15S4''. 

Figure 276 shows the amino acid sequence (SEQ ID NO:38i) derived from the coding sequence of SEQ 
ID NO:380 shown m Figure 275. 

Figure 277 shows a nucleotide sequence (SEQ ID NO:386) of a native sequence PR01312 (UNQ678) 
IS cDNA, wherein SEQ ID NO:386 is a clone designated herein as ''DNA61873-1574". 

Figure 278 shows fhe amino acid sequence (SEQ ID NO:387) derived firom the coding sequence of SEQ 
ID NO:386 shown in Figure 277. 

Figure 279 shows a nucleotide sequence (SEQ ID NO:388) of a native sequence PROI 192 (UN(2606) 
cDNA, wherein SEQ ID NO:388 is a clone designated herein as ''DNA62814-152r. 
20 Figure 280 shows the amino acid sequence (SEQ ID NO:389) derived from the coding sequence of SEQ 

ID NO:388 shown in Figure 279. 

Figure 281 shows a nucleotide sequence (SEQ ID NO:393) of a native sequence PROI 160 (UNQ590) 
cDNA, wherein SEQ ID NO:393 is a clone designated herein as •DNA62872-1509*. 

Figure 282 shows the amino acid sequence (SEQ ID NO:394) derived from the coding sequence of -SEQ 
25 ID NO:393 shown in Figure 281. 

Figure 283 shows a nucleotide sequence (SEQ ID NO:398) of a native sequence PROI 187 (UN(2601) 
cDNA, wherein SEQ ID NO:398 is a clone designated herein as •DNA62876-1517". 

Figure 284 shows the amino acid sequence (SEQ ID NO:399) derived from the coding sequence of SEQ 
ID NO:398 shown in Figure 283. 
30 Figure 285 shows a nucleotide sequence (SEQ ID NO:400) of a native sequence PROI 185 (UNQ599) 

cDNA, wherein SEQ ID NO:400 is a clone designated herein as "DNA62881-1515*'. 

Figure 286 shows the amino acid sequence (SEQ ID NO:401) derived from the coding sequence of SEQ 
ID NO:400 shown in Figure 285. 

Figure 287 shows a nucleotide sequence (SEQ ID NO:402) of a native sequence PR01345 (UNQ700) 
35 cDNA, wherein SEQ ID NO:402 is a clone designated herein as "DNA64852-1589*. 

Figure 288 shows the amino acid sequence (SEQ ID NO:403) derived from the coding sequence of SEQ 
ID NO:402 shown in Figure 287. 
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Figure 289 shows a nucleotide sequence (SEQ ID NO:407) of a native sequence PR01245 (UNQ629) 
cDNA, wbercin SEQ ID NO:407 is a clone designated herein as •DNA64884-1527*, 
Figure 290 shows the amino acid sequence (SEQ ID NO:408) derived 

ID NO:407 shown in Figure 289- 

Figurc 291 shows a nucleotide sequence (SEQ ID m:409) of a native sequence PR01358 (UNQ707) 
5 cDNA, wherein SEQ ID NO:409 is a clone designated herem as "DNA6489Q-1612*. 

Figure 292 shows the amino acid sequence (SEQ ID NO:410) derived ftom ttie codiog sequence of SEQ 

ID NO:409 shown in Figure 291 . 

Figure 293 shows a nucleotide sequence (SEQ ID N0:41 1) of a nadve sequence PROl 195 (UNQ608) 
cDNA, wherein SEQ ID N0:411 is a done designated herem as •DNA65412.1523". 
10 Figure 294 shows the amino acid sequence (SEQ ID NO:412) derived firom the coding sequence of SEQ 

ID NO:411 shown in Figure 293. 

Figure 295 shows a nucleotide sequence (SEQ ID NO:413) of a native sequence PRO1270 (UNQ640) 
cDNA, wherein SEQ ID NO:413 is a clone designated herein as -DNA66308-1537". 

Figure 296 shows the amino add sequence (SEQ ID NO:4 1 4) derived from the coding sequence of SEQ 
15 ID NO:413 shown in Figure 295. 

Figure 297 shows a nudeotide sequence (SEQ ID NO:415) of a native sequence PR01271 (UNQ641) 
cDNA, v^iierein SEQ ID NO:415 is a clone designated herein as •DNA66309-1538". 

Figure 298 shows the amino acid sequence (SEQ ID NO:4 16) derived from the coding sequence of SEQ 
ID NO:415 shown in Figure 297. 
20 Figure 299 shows a nucleotide sequence (SEQ ID NO:417) of a native sequence PR01375 (UNQ712) 

cDNA. wherein SEQ ID NO:417 is a clone designated herein as •DNA67004-1614\ 

Figure 300 shows die amino acid sequence (SEQ ID NO:418) derived from the coding sequence of SEQ 

ID NO:417 shown in Figure 299. 

Figure 301 shows a nudeotide sequence (SEQ ID NO:419) of a native sequence PR01385 (UNQ720) 
25 cDNA, wherein SEQ ID NO:419 is a clone designated herein as "DNA68869-1610", 

Figure 302 shows the amino acid sequence (SEQ ID NO:420) derived from the coding sequence of ^Q 
ID NO:419 shown in Figure 301. 

Figure 303 shows a nucleotide sequence (SEQ ID NO:421) of a native sequence PR01387 (UNQ722) 
cDNA, wherein SEQ ID NO:421 is a clone designated herein as "DNA68872-1620". 
30 Figure 304 shows the amino acid sequence (SEQ ID NO:422) derived from the coding sequence of SEQ 

ID NO:421 shown in Figure 303. 

Figure 305 shows a nucleotide sequence (SEQ ID NO:423) of a native sequence PR01384 (UNQ721) 
cDNA» wherein SEQ ID NO:423 is a clone designated herein as "DNA71 159-1617" . 

Figure 306 shows the amino acid sequence (SEQ ID NO:424) derived from the coding sequence of SEQ 
35 ID NO:423 shown in Figure 305. 
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nTTT AILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
I. Definidops 

The terms "PRO polypeptide" and "PRO" as used herein and when immediaicly followed by a 
numerical designatioorefer to various polypeptides, wheremthc complete designation (i.e., PRO/numbcr) refers 
to specific polypeptide sequences as described herein. The terms -PRO/number polypeptide" and 
S "PRO/number" wherem the term "number" is provided an actual numerical designation as used herein 
encompass native sequence polypeptides and polypeptide variants (which are fimfaer defined herein). The PRO 
polypeptides described heiem may be isolated from a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. 

A "native sequence PRO polypqHide" comprises a polypeptide having the same amino acid sequaice 
10 as die corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypeptide" specifically encompasses naturally-occurring truncated or secreted forms of die specific PRO 
polypeptide {e,g.^ an extracellular domain sequence), naturally-occurring variant forms <e.^., alternatively 
spliced forms) and nanirally-occurring allelic variants of die polypeptide. In various embodhnems of the 
15 invention, die native sequence PR0281 polypeptide is a manire or frill-lengdi native sequence PR0281 
polypeptide conqirising ammo acids 1 to 345 of Figure 2 (SEQ ID N0:2), die native sequence PR0276 is a full- 
length or mature native sequence PR0276 comprismg amino acids 1 duough2Sl of Figure 4 (SEQ ID N0:6), 
the native sequence PROI89 is a frill-length or mature native sequeiK:e PR0189 conqirismg amino adds 1 
through 367 of Figure 6 (SEQ ID NO:8), die native sequence PRO190 polypeptide is a fuU-lcngdi or mature 
20 native sequence PRO190 polypeptide comprising amino acids 1 du-ough 424 of Figure 9 (SEQ ID NO: 14), die 
native sequence PR0341 is a mature or Ml-length native sequence PR034! comprising amino acids 1 to 458 
of Figure 12 (SEQ ID NO:20), die native sequence PRO180 is a fuU-lengdi or mature native sequence PRO180 
comprising anuno acids 1 duxnigh 266 of Figure 15 (SEQ ID NO:23), die native sequence PR0194 polypeptide 
is a mature or full-lengdi native sequence PR0194 polypeptide comprising amino acids 1 to 264 of Figure 18 
25 (SEQ ID NO:28), die native sequence PRO203 polypeptide is a manxre or Ml-lengdi native sequence PRO203 
polypeptide comprising amino acids 1 to 347 of Figure 20 (SEQ ID NO:30), die native sequence PRO290 is a 
full-lengdi or mature native sequence PRO290 con^rising amino acids 1 dirough 1003 of Figure 23 (SEQ ID 
NO:33), die native sequence PR0874 polypeptide comprises amino acids 1 to 321 of Figure 25 (SEQ ID 
NO:36), the native sequence PRO710 polypeptide is a mamre or ftill-lengdi native sequence PR07 10 polypeptide 
30 comprising amino acids 1 to 566 of Figure 27 (SEQ ID N0:41), die native sequence PR01151 is a manire or 
fuU-lengdi native sequence PROl 151 comprising amino acids I to 259 of Figure 30 (SEQ ID NO:47), die native 
sequence PR01282 is a full-lengdi or mature native sequence PRO 1282 comprising amino acids 1 or about 24 
dirough 673 of Figure 32 (SEQ ID NO:52), die native sequence PR0358 is a manire or fuU-lengdi native 
sequence PR0358 polypeptide comprising amino acids 1 to 811 of Figure 34 (SEQ ID NO:57), die native 
35 sequence PR013 10 is a full-iengdi or manire native sequence PRO 1310 conqnrising amino acids 1 through 765 
of Figure 36 (SEQ ID NO:62), die native sequence PR0698 polype|Hide is a mature or full-lengdi native 
sequence PR0698 polypeptide comprising amino acids 1 to 510 of Figure 38 (SEQ ID NO:67), die native 
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sequence PR0732 polypeptide is a mature or fulMength native sequence PR0732 polypeptide comiwising amino 
acids 1 to 453 of Figure 41 (SEQ ID NO:73), the native sequence PRO1120 is a fuU-leogth or mamrc native 
sequence PRO1120 comprising amino acids 1 or about 18 to 867 of Figure 47 (SEQ ID NO:84), die native 
sequence PR0537 is a mature or full-length native sequence PR0537 comprising amino acids 1 to 115 of Figure 
49 (SEQ ID NO:95), die native sequence PR0536 is a mature or full-lengdi native sequence PR0536 conq>rising 
5 amino acids I to 313 of Figure 51 (SEQ ID NO:97), die native sequence PR0535 is a manire or full-lcngdi 
native sequence PR0535 comprismg amino adds 1 to 201 of Figure 53 (SEQ ID NO:99), die native sequence 
PR0718 polypeptide is a mamre or fuD-lengdi native sequence PR0718 polypeptide comprish^ amino acids 1 
to 157 of Figure 57 (SEQ ID NO: 103), die native sequence PR0872 polypeptide is a mamre or fiill-lengdi native 
sequence PR0872 polypeptide comprising amino adds 1 to 610 of Figure 64 (SEQ ID N0:113), the native 
10 sequence PRO1063 polypeptide is a mature or ftiU-Iengdi native sequence PRO1063 polypeptide comprisii^ 
amino acids 1 to 301 of Figure 66 (SEQ ID N0:115), tins native sequence PR0619 is a fuU-lengdi or mature 
native sequence PR0619 comprising amino acids 1 or about 21 duou^ 123 of Figure 68 (SEQ ID NO:117). 
die native sequence PR0943 is a manire or full-Iengdi native sequence PRC)943 con^rising amino acids 1 to 504 
of Figure 70 (SEQ ID N0:119), die native sequence PR01188 is a full-lengdi or mature native sequence 
15 PR01188 comprismg amino acids 1 or about 22 to 1184 of Figure 72 (SEQ ED NO:124). die native sequence 
PROl 133 is a full-lengdi or mamre native sequence PROl 133 comprising amino acids 1 or about 19 duoug^ 
438 of Figure 74 (SEQ ID NO: 129), die native sequence PR0784 is a mature or fidl-lengdi native sequence 
PR0784 conqwising amino adds 16 to 228 of Figure 76 (SEQ ID NO: 135), die native sequence PR0783 
polypeptide is a mamre or fiill-lengdi native sequence PR0783 polypeptide conqMising amino acids 1 to 489 of 
20 Figure 79 (SEQ ID NO: 138). die native sequence PRO820 is a full-lengdi or mamre native sequence PRO820 
comprising ammo acids 1 or 16 dirough 124 of Figure 83 (SEQ ID NO: 146), die native sequence PRO1080 is 
a fulMengdi or mature native sequence PRO1080 comprising amino acids 1 or 23 through 358 of Figure 85 (SEQ 

IDNOnSSyrdie native sequence PRO1079 is affim-lengdi or mature native sequence PRO 1079 c^ 

amino acids 1 or about 30 to 226 of Figure 88 (SEQ ID NO: 151), die native sequence PR0793 is a manire or 
25 fiill-lengdi native sequence PR0793 comprising amino acids 1 to 138 of Figure 90 (SEQ ID NO: 153), die native 
sequence PRO1016 is a fuU-lengdi or manire native sequence PRO1016 conq)rising amino acids 1 or 19 duoiigh 
378 of Figure 93 (SEQ ID NO: 156), die native sequence PRO1013 polypeptide is a jfiill-lengdi or mamre native 
sequence PR01013 polypeptide comprising amino acids 1 or 20 dirough 409 of Figure 95 (SEQ ID NO:158), 
die native sequence PR0937 polypeptide is a mamre or fuU-lengdi native sequence PR0937 polypqitide 
30 comprising amino acids 1 to 556 of Figure 97 (SEQ ID NO: 160), die native sequence PR0842 is a full-lengdi 
or mature native sequence PR0842 con^)rismg amino acids 1 or about 23 to 119 of Figure 99 (SEQ ID 
NO: 165). die native sequence PR0839 is a full-lengdi or mature native sequence PR0839 comprising ammo 
acids 1 or about 24 to 87 of Figure 101 (SEQ ID NO: 167), die native sequence PROl 180 polypeptide is a mamre 
or full-lcngdi native sequence PROl 180 polypiepiide comprising amino acids 1 to 277 of Figure 103 <ffiQ ID 
35 NO: 169). die native sequence PROl 134 is a manire or full-lengdi native sequence PROl 134 comprising amino 
acids 1 to 371 of Figure 105 (SEQ ID NO: 171). die native sequence PRO830 is a mature or full-lcngdi native 
sequence PRO830 comprising amino acids 1 to 87 of Figure 109 (SEQ ID NO: 175), die native sequence 



301 



wo 99/63088 



PCT/US99/12252 



PR01115 is a full-length or mature native sequence PR01115 comprising amino adds 1 or about 21 to 445 of 
Figure 1 1 1 (SEQ ED NO: 177). the native sequence PR01277 is a full-length or mature native sequence PR01277 
comprising amino acids 1 or about 27 to 678 of Figure 113 (SEQ ID N0:179). tite native sequence PROl 135 
polypeptide is a mamre or full-length native sequence PROl 135 polypeptide comprising amino acids 1 to 541 
of Figure 1 15 (SEQ ID NO: 181), the native sequence PROl 1 14 interferon rccqnor is a mature or fuU-lcngdi 
native sequence PROl 1 14 mtcrferon receptor comprising amino adds 1 to 31 1 of Figure 1 18 (SEQ ID NO: 184), 
the native sequence PR0828 polypeptide is a mature or fuU-length native sequence PR0828 polypeptide 
comprising amino acids 1 to 187 of Figure 120 (SEQ ID N0:189). the native sequence PRO1009 is a full-lcnglh 
or mature native sequence PRO1009 comprising amino acids 1 or 23 to 615 of Figure 122 (SEQ ID NO:194), 
the native sequence PRO1007 polypeptide is a fiiU-lcngth or mature native sequence PROIOCTZ polypeptide 
comprismg amino adds 1 or 31 throufji 346 of Figure 125 (SEQ ID NO: 197), die native sequence PRO1056 
is a mature or full-length native sequence PRO1056 con^nising amino acids 1 to 120 of Figure 127 (SEQ ID 
NO:199), the native sequence PR0826 is a mature or fiill-lraigtii native sequence PR0826 comprising ammo 
acids 1 to 99 of Figure 129 (SEQ ID N0:201), the native sequence PR0819 is a mature or fuU-lengtfa native 
sequence PR0819 conqmsmg amino adds 1 to 52 of Figure 131 (SEQ ID NO:203), the native sequence 
PRO1006 is a full-length or mature native sequence PRO1006 conqjrising amino acids 1 or 24 tiirough 392 of 
Figure 133 (SEQ ID NO:205), the native sequence PROl 112 polypeptide is a full-length or mature native 
sequence PROl 112 polypeptide comprising amino adds 1 or 14 through 262 of Figure 135 (SEQ ID NO:207), 
the native sequence PRO1074 polypeptide is a mature or full-length native sequence PRO1074 polypqjtidc 
comprising amino acids 1 to 331 of Figure 137 (SEQ ID NO:209), the native sequence PRO1005 is a full-length 
or mamre native sequence PRO1005 comprising amino acids 1 or about 21 to 185 of Figure 139 (SEQ ID 
NO:21 1), the native sequence PRO 1073 is a full-length or mature native sequence PRO1073 comprising amino 
acids 1 or about 32 to 299 of Figure 141 (SEQ ID NO:213), the native sequence PROl 152 is a mature or full- 
length native sequence PROl 152 conqmsing amino acids 1 to 479 of Figure 144 (SEQ ID NO:216), the native 
sequence PROl 136 is a matorc or full-length native sequence PROl 136 comprismg amino adds 1 to 632 of 
Figure 147 (SEQ ID NO:219), the native sequence PR0813 polypeptide is a manure or full-length native 
sequence PR0813 polypeptide con^rising amino acids 1 to 76 of Figure 149 (SEQ ID NO:221), the native 
sequence PRO809 is a fuU-lengdi or mature native sequence PRO809 comprising amino adds 1 or 19 dmmgh 
265 of Figure 151 (SEQ ID NO:223). die native sequence PR0791 is a full-length or mamre native sequence 
PR0791 comprising amino acids 1 or 26 dirough 246 of Figure 153 (SEQ ID NO:225), the native sequence 
PRO1004 is a full-length or mamre native sequence PRO1004 comprising amino acids 1 or about 25 tiirough 
1 15 of Figure 155 (SEQ ID NO:227). the native sequence PROl 1 1 1 is a fuU-length or mamre native sequence 
PROl 1 1 1 comprising amino adds 1 tiirough 653 of Figure 157 (SEQ ID NO:229), die native sequence PR01344 
is a mamre or full-length native sequence PRO 1344 comprismg amino acids I to 720 of Figure 159 (SEQ ID 
NO:23 1), die native sequence PROl 109 is a mature or fiill-lengtii native sequence PROl 109 comprismg amino 
adds 1 to 344 of Figure 161 (SEQ ID NO:236), the native sequence PR01383 is a mamre or fiill-lcngth native 
sequence PR01383 comprising amino acids 1 to 423 of Figure 163 (SEQ ID NO:241). the native sequence 
PRO1003 polypeptide is a mamre or full-lengtii native sequence PRO1003 polypeptide comprising amino adds 
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1 to 84 of Figure 165 (SEQ ID NO:246), the native sequence PRO1108 polypeptide is a nature or fuU-lcngth 
native sequence PROl 108 polypeptide conning amino acids 1 to 456 of Figure 167 (SEQ ID NO:248), the 
native sequence PROl 137 polypeptide is a mature or fulHengdi native sequence PROl 137 polypqitide 
comprising ammo acids 1 to 240 of Figure 169 (SEQ ID NO:250), the native sequence PROl 138 polypqrtide 
is a mature or full-lengtii native sequence PRO 1 138 polypeptide comprising amino adds 1 to 335 of Figure 17 1 
5 (SEQ ID NO:253). the native sequence PRO1054 is a mature or full-length native sequence PRO 1054 comprisiiKg 
amino acids 1 to 180 of Figure 174 (SEQ ID NO:256), the native sequence PR0994 is a matore or fiill-lengdi 
native sequence PR0994 comprising amino acids 1 to 229 of Figure 176 (SEQ ID NO:258), the native sequence 
PR0812 is a mamre or fiill-lcngih native sequence PR0812 conqjrising amino acids 1 to 83 of Figm 178 (SEQ 
ID NO;260), the native sequence PRO 1069 polypeptide is a mamre or fuU-length native sequence PRO1069 
10 polypeptide conqmsing amino acids 1 to 89 of Figure 180 (SEQ ID NO:262). the native sequence PR01129 
polypeptide is a mature or fuU-lengih native sequence PR01129 polypeptide conq)rising amino acids 1 to 524 
of Figure 182 (SEQ ID NO:264), the native sequence reO1068 is a fulWcngdi or mature native sequence 
PRO1068 conq)rising amino acids 1 or about 21 to 124 of Figure 184 (SEQ ID NO:266), the native sequence 
PRO1066 polypeptide is a naaturc or fiill-lengfli native sequence PRO 1066 polypeptide txmiprisu}g amino adds 
15 1 to 117 of Figure 186 (SEQ ID NO:268), the native sequence PR01184 polypeptide is a full-lengdi or mamre 
native sequence PR01184 polypeptide conning amino acids 1 or 39 timmg^ 142 of Figure 188 (SEQ ID 
NO:270), the native sequence PRO1360 is a fiill-length or mature native sequence PR01360 con^xrising amino 
acids 1 or about 30 through 285 of Figure 190 (SEQ ID NO:272), the native sequence PR01Q29 U a mamre or 
fiill-lengtii native sequence PRO1029 conq)rising amino adds 1 to 86 of Figure 192 (SEQ ID NO:274). the 
20 native sequence PROl 139 is a mature or full-length native sequence PROl 139 polypeptide comprishig amino 
acids 1 to 131or 29-131 of Figure 194 (SEQ ID NO:276), die native sequence PRO1309 is a full-length or 
mature native sequence PRO1309 comprisii^ amino acids 1 or about 35 through 522 of Figure 196<SEQ ID 

NO:278)rttie"native-sequence-PRO1028-polypeptide is a-fi^^ 

polypeptide comprising amino acids 1 or 20 through 197 of Figure 198 (SEQ ID NO:281), the native sequence 
25 PR01Q27 is a fuU-lengtii or mamre native sequence PRO1027 comprising amino acids 1 or 34 tiu:ough 77 of 
Figure 200 (SEQ ID NO:283), the native sequence PROl 107 polypeptide is a full-length or mamre native 
sequence PROl 107 polypeptide comprising amino acids 1 or 23 tiirough 477 of Figure 202 (SEQ ID NO:285), 
the native sequence PROl 140 polypeptide is a mamre or fiill-lengtii native sequence PROl 140 polypeptide 
conq)rising amino adds 1 to 255 of Figure 204 (SEQ ID NO:287), the native sequence PROl 106 polypeptide 
30 is a fiill-length or manure native sequence PROl 106 polypeptide comprising ammo acids 1 or 17 dut>ugh 469 
of Figure 206 (SEQ ID NO:289), tiie native sequence PR01291 is a mature or fuU-lengtii native sequence 
PR01291 comprising amino acids 1 to 282 of Figure 208 (SEQ ID NO:29l). the native sequence PRO1105 
polypeptide is a full-length or mature native sequence PROl 105 polypeptide comprising amino adds 1 or 20 
through 180 of Figure 210 (SEQ ID NO:293), the native sequence PRO1026 is a fiill-length or mature native 
35 sequence PRO1026 comprising amino acids 1 or 26 tiirough 237 of Figure 212 (SEQ ID NO:295), die native 
sequence PROl 104 is a fiiH-lengdi or mamre native sequence PROl 104 comprising amino a^ 1 OTabout23 
dirou^ 341 of Figure 214 (SEQ ID NO:297), die native sequence PROl 100 is a fiill-lengtfa or mature native 
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sequence PROllOO comprising amino aci<Is 1 or 21 through 320 of Figure 216 (SEQ ID NO:299). the native 
sequence PR0836 is a fuU-lcngth or mature native sequence PR0836 comprising amino acids 1 or 30 through 
461 of Figure 218 (SEQ ID NO:301), the native sequence PROl 141 is a mature or full-length native sequence 
PR01141 comprising amino acids 1 to 247 of Figure 220 (SEQ ID NO:303), the native sequence PR01132 is 
a full-length or mature native sequence PRO 1 1 32 comprising amino acids 1 or about 23 through in of Figure 
226 (SEQ ID NO:309), the native sequence NL7 is a mature or fWUength native sequence NL7 comprising 
amino adds from about position 5 1 to about position 461 of Figure 228 (SEQ ID NO:314), the native sequence 
PR01131 is a full-length or mature native sequence PR01131 conq)rising amino acids I tiirougb 280 of Figure 
230 (SEQ ID N0:319), the native sequence PR01281 is a full-length or mature native sequence PR01281 
comprising amino acids 1 or about 16 to 775 of Figure 233 (SEQ ID N0:326). the native sequence PRO1064 
is a mature or fiiU-length native sequence PRO1064 comprising amino acids 1 to 153 of Figure 235 (SEQ ID 
NO:334), the native sequence PR01379 is a full-length or mature native sequence PR01379 comprismg ammo 
acids 1 or about 18 to 574 of Figure 238 (SEQ ID NO:340). the native sequence PR0844 is a fuU-lcngth or 
raamre native sequence PR0844 comprising ammo acids 1 or 20 through 11 1 of Figure 240 (SEQ ID NO:344). 
the native sequence PR0848 is a full-length or mature native sequence PR0848 conqwising amino acids 1 or 36 
throu^ 600 of Figure 242 (SEQ ID NO:347), the native sequence PRO1097 U a fuU-lcngdi or mamre native 
sequence PRO1097 comprising ammo acids 1 or 21 through 91 of Figure 244 (SEQ ID NO:349), the native 
sequence PR01153 is a mamre or fuU-length native sequence PR01153 comprising amino adds 1 to 197 of 
Figure 246 (SEQ ID NO:351). the native sequence PROl 154 is a full-lengdi or mature native sequence PROl 154 
comprising amino adds 1 or 35 to 941 of Figure 248 (SEQ ID NO:353). the native sequence PROl 181 is a 
mature or full-length native sequence PROl 181 comprising amino acids 1 to 437 of Figure 250 (SEQ ID 
NO:355). the native sequence PROl 182 is a mature or fuU-length native sequence PROl 182 comprising amino 
acids 1 to 271 of Figure 252 (SEQ ID NO:357), the native sequence PROl 155 is a fuU-lengtii native or mature 
sequence PR01155 comprising amino adds 1 or 19 through 135 of Figure 254 (SEQ ID NO:359), the native 
sequence PROl 156 is a fuU-lengtii or mature native sequence PROl 156 conq)rising amino adds 1 or about 23 
to 159 of Figure 256 (SEQ ID NO:361), the native sequence PRO 1098 is a fuU-lcngtii or mamre native sequence 
PRO1098 comprising amino adds 1 or 20 through 78 of Figure 258 (SEQ ID NO:363), die native sequence 
PROl 127 is a full-length or mature native sequence PROl 127 comprismg amino acids 1 or about 30 tiirougji 
67 of Figure 260 (SEQ ID NO:365). the native sequence PROl 126 is a mamre or full-length native sequence 
PROl 126 comprising amino acids 1 to 402 of Figure 262 (SEQ ID NO:367), the native sequence PR01125 is 
a mature or fuU-lcngtii native sequence PROl 125 comprising amino acids 26 to 447 of Figure 264 (SEQ ID 
NO:369). the native sequence PROl 186 is a full-lengdi or mature native sequence PROl 186 conq)rising amino 
acids 1 or about 20 through 105 of Figure 266 (SEQ ID NO:371), the native sequence PROl 198 is a fuU-length 
or mature native sequence PR01198 conqmsing amino acids 1 or about 35 to 229 of Figure 268 (SEQ ID 
NO:373), die native sequence PROl 158 is a fuli-lengdi or mature native sequence PROl 158 conqjrismg amino 
acids 1 or about 20 to 123 of Figure 270 (SEQ ID NO:375), die native sequence PR01159 is a mature or fiill- 
lengtii native sequence PROl 159 comprising amino acids 1 to 90 of Figure 272 (SEQ ID NO:377). die native 
sequence PROl 124 is a mamre or full-lengdi native sequence PROl 124 comprising anuno acids 22 dirough 919 
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of Flgoie 274 (SEQ ID NO:379). the ,«dve sequem* PR01287 is a man« or fiiIHei«.h u^c sequence 

PR01287 con,prteh« amino adds 1 to 532 of Figure 276 (SEQ ID NO:381). the nati>« sequence PR01312 B 

a fim-lcngth or mamre native sequence PR01312 comprising amino adds 1 or about 15 to 212 of Figure 278 

(SEQroNO:3»7).thenativesequencePR01I92isafiU14eng.horma.uienativeseq^ 

andno adds 1 or about 22 to 215 of Figure 280 (SEQ ro NO:389). the native sequence PROl^^ 

„ f^-length native sequence PROUW comprising amino add. 1 to 90 of 

nativesequencePROn87isaf«ll-leng.hormamrenativesequencePRW 

18throughl20of Figure 284 (SEQroNO:399). the nadve sequence PR01185isafUU-le^ 

sequence PR01185 comprising ammo adds 1 or about 22 trough 198 of Figure 286 (SEQ ID NO:401). .he 

native sequence PR01345 is a mamre or M-length native sequence PR01345 comprising amino adds I to 206 

of Fumie 288 (SEQ ro NO:403). the native sequence PR01245 is a fim^englh or mamre 

PR01245 comprismg amino adds 1 or about 19 to 104 of Figure 290 (SEQ ID NO:408), the native sequence 

PR01358 is a fuU-length or mamre native sequence PR01358 comprising amino acids 1 or about 19 through 

444 of FMP^re 292 (SEQ ro NO:410). the nath« sequence PROl 195 is a Ml-length or mamre 

PR01195 compristog ammo acids 1 or about 23 through 151 of Figure 294 (SEQ ID NO:412). the native 

sequence PRO1270 is a mamre or fWl-hmgfli native sequence PRO1270 comprismg 

Fig«.e296(SEQlDNO:414).thenativesequencePR01271isamamreorfull4engthnative,equa^ 

™rish«aminoaddslto208ofFigme298(SEQroNO:41«^^^ 

or mamre m«ive sequence PR01375 comprising ammo acids 1 through 198 of Figure 300 tSEQ lU NOr418). 
the native sequent* PR01385 is a mamre or fim^engd. native sequence P^^^^ 

128 of FM5UXO302 (SEQ ID NO:420). the muive seq»e«:e PR01387 is a mamre or fbll-length native sequence 
PR013S7 compristog amino adds I to 394 of F«ure 304 (SEQ ID NO:422) and &e native sequence PROI384 
. , ft..u^Sd. or ma ture native sequence PR01384 comprising amino adds 1 to 229 of Figme 306 (SEQ ID 



NO-424) Start and stop codons are shown in bold font and underlined in the figures. 

•n«PROpolypeptide -extraceUulardomam" or "ECD" refers to a form of the PRO polypeptide whid. 
isessentiaUyfieeofthe.ransmembraneandcytoplasmicdomains.0^^ 
less than 1 % of sud. transmembrane and/or cytoplasmic domains and prefera^^ 
suchdomains. u wiU be miderstood that any transmembrane domains identified for ^ 
the preset hwention are idemifiedpursuam to criteria routinely employedmthc art 
hydrophobic domam. The exact boundaries of a nransmembrane domain may vary but most likely by no more 
) fl^naboutS^ninoacidsateitherendofthedomainasinitiallyidentified. OptionaUy. therefore. an extraceUnlar 
domain of a PRO polypeptide my comain fcom abom 5 or fewer amino adds on dther or t^ 

domain as initially identified. 

•PRO polypeptide variam-meansan active PROpolypepnde as defined above or below h«^ 

about 80% ammo add sequence idemity witi. a full-length native sequence PRO polypeptide sequence as 
5 disdosedhereu..afuU4engthnativesequencePROpolypeptidesequ^ 

herein an extracdlular domain of a PRO polypeptide as disclosed herein or any oti«rfhigment^^^ 

PRO polypeptide sequence as disdosed herein. Sud. PRO polypeptide variants mclude. for mstance. PRO 



305 



wo 99/69088 



PCT/US99A2252 



polypq>tide$ wherein one or more amino acid residues are added, or deleted* at the N- or C-termimis of the full- 
length native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at least about E0% amino 
acid sequence identity, preferably at least about 81 % amino acid sequence identity, more preferably at least about 
82% amino acid sequence identity, more preferably at least about 83% amino acid sequence identity, more 
preferably at least about 84% amino acid sequence identity, more preferably at least about 85% amino acid 
5 sequence identic, more preferably at least about 86% anuno acid sequence identity, more preferably at least 
about 87% amino acid sequence identity, more preferably at least about 88% amiix> acid sequence identic, more 
preferably at least about 89% amino acid sequence identity, more preferably at least about 90% amino add 
sequence identic, more preferabfy at least about 91 % amino acid sequence identic, more preferably at least 
about 92% amino acid sequence identic, more preferably at least about 93% amino acid sequence identic, more 

10 preferably at least about 94% amino acid sequence identity, more preferably at least about 95% amino add 
sequence identity, more preferably at least about 96% anuno add sequence identity, more preferably at least 
about 97% amino add sequence Identity, more preferably at least about 98% amino add sequence identity and 
most preferably at least about 99% amino add sequence ideiitity with the amixio acid sequence of Ifae full-lengdi 
native amino acid sequence as disclosed herein. Ordinarily, PRO variant polypeptides are at least about 10 

IS amino acids in length, often at least about 20 amino adds in length, more often at least about 30 amino adds in 
length, more often at least about 40 amino acids in length, more often at least about 50 amino adds in length, 
more often at least abom 60 aniino acids in length, more often at least a^^ 

at least about 80 amino adds in lengdi, more often at least about 90 amino acids in length, more often at least 
about 100 amino adds in length, more often at least about 150 amino adds m lengdi, more often at least about 

20 200 amino acids m length, more often at least about 300 amino acids m length, or more. 

"Percent (%) amino acid sequence identity* with respect to the PRO polypqHide sequences identified 
herein is defined as the percentage of amino add residues in a candidate sequence that are identical with the 
amino add residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 

25 subsdmtioQs as part of the sequence identity. Alignment for purposes of determining percent amino add 
sequence identity can be achieved in various ways that are within the skill in die art, for instance, using publicly 
available conqniter software such as BLAST, BLAST-2, AUON or Megalign (DNASTAR) software. Those 
skilled in the art can determine appropriate parameten for measuring alignment, induding ai^ algorithms needed 
to achieve maximal alignment over the full lengdi of the sequences bemg con^>ared. For purposes herem, 

30 however, % amino acid sequence identity values are generated using die WU-BLAST-2 computer program 
(Altschul et al., Metfiods in Enzvmologv 266:460^ (1996)). Most of the WU-BLAST-2 search parameters 
are set to the default values. Those not set to default vahies, i.e., the adjustable parameters, are set widi the 
following values: overlap span ^ 1, overlap ftaction ^ 0.125, word threshold (T) « 11, and scoring matrix 
~ BLOSIJM62. For purposes herein, a % amino acid sequence identity value is determmed by dividing (a) the 

35 ntunber of matching id^ical amino acid residues between the amino acid sequence of the PRO polypeptide of 
interest having a sequence derived from the native PRO polyp^tide and the comparison amino add sequence 
of interest (i.e., the sequence against which the PRO polypeptide of interest is being compared which may be 
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a PRO variant polypeptide) as dctcnnined by WU-BLAST.2 by (b) the total number of amino add residues of 
the PRO polypeptide of interest. 

"PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a fuU-length native sequence PRO polypeptide 

5 sequence as disclosed herein, a full-lengtii native sequence PRO polypeptide sequence lacking the signal pq>tide 
as disclosed herem, an extraceUular domain of a PRO polypeptide as disclosed herein or any odw fragment of 
a full-lenglh PRO polypeptide sequence as disclosed herein. Ordinarily, a PRO variant polynucleotide will have 
at least about 80% nucleic acid sequaice identity, more preferably at least about 81% nucleic acid sequence 
identiQT , more preferably at least about 82 % nucleic acid sequence idcntiQr , more preferably at least about 83 % 

10 nucleic acid sequence identity, more preferably at least about 84% nucleic acid sequence identiQr, more 
preferably at least about 85% nucleic acid sequence identity, more preferably at least about 86% nucleic add 
sequence identity, more preferably at least about 87% nucleic acid sequence identiQir, more preferably at least 
about 88% nucleic add sequence identity, naore preferably at least about 89% nucleic add sequence identhy, 
more preferably at least about 90% nucleic add sequence identity, more preferably at least about 91 % nucleic 

15 acid sequence identity, more preferably at least about 92% nucleic acid sequence identity, more preferably at 
least about 93% nudeic add sequence identity, more preferably at least about 94% nudeic add sequence 
identity, more preferably at least about 95% nudeic add sequence identity, more preferably at least about 96% 
nudeic add sequence identity, more preferably it least about 97% nucleic add sequence identity, more 
preferably at least about 98% nudeic acid sequence identity and yet more preferably at least about 99% nucleic 

20 acid sequence identity witii die nucleic acid sequence encoding a ftill-length native sequence PRO polypeptide 
sequence as disclosed herein, a full-lengtix native sequence PRO polypeptide sequence lacking the signal pqytide 
as disdosed herein, an extracellular domain of a PRO polypeptide as disclosed herein or any other fragment of 
afinriength PRO polypeptide sequence as~disclosed hminr VaTism^^ 
sequence. 

25 Ordinarily, PRO variampdynucleotides Me at least abom 30 nucleotides in length, often a 

60 nucleotides in length, more often at least about 90 nucleotides in length, more often at least about 120 
nucleotides in length, more often least about 150 nucleotides in length, more often at least about 180 
nucleotides in length, more often at least about 210 nucleotides in length, more often at least about 240 
nucleotides in length, more often at least about 270 nudeotides in length, more often at least about 300 

30 nucleotides m lengtii, more often at least about 450 nucleotides in length, more often at least about 600 
nucleotides in lengtii, more often at least about 900 nucleotides in length, or more. 

"Pcrcem (%) nucleic acid sequence identity" witii respect to PRO-encoding nudeic add sequences 
identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides m the PRO nucleic acid sequoice of interest, after aligning die sequences and introducing gaps, if 

35 necessary, to achieve the maximum percent sequence identity. Alignment for purposes of deierniiniiig percent 
nucleic acid sequence identity can be achieved in various ways tiiat are within dte skill in the art, for instance, 
usiiig publicly available conqntter software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 
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software. For purposes herein, however, % nucleic acid sequence identity values arc generated using the WU- 
BLAST-2 computer program (Altschul el al.. Methods in Enzvmologv 266:460-480 (1996)). Most of ihc WU- 
BLAST-2 search parameters are set to the default values. Those not set to default values. i.e.. the adjustable 
parameters, are set with the foUowing values: overlap span = 1 . overlap fraction = 0. 125. word threshold (T) 
= 11, and scoring matrix = BLOSUM62. For purposes herem. a % nucleic acid sequence identity vahie is 
determined by dividmg (a) the number of maichmg identical nucleotides between the nucleic acid sequence of 
the PRO polypepdde-enc?oding nucleic acid molecule of interest having a sequence derived from the native 
sequence FRO polypeptide-encodiiig nulceic add and the comparison nucleic acid moelcule of interest (i.e. , the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of mterest is being compared which 
may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 
of the PRO polypeptide-encodhig nucleic acid molecule of interest. 

In other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 
PRO polypeptide and whidi are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 

The term "positives", in the context of sequence conq>arison performed as described above, includes 
residues in the sequences compared that are not identica] but have similar properties (e.g. as a result of 
conservative substinitions. see Table 1 below). For purposes herein, the % value of positives is determined by 
dividing (a) the number of amino acid residues scoring a positive value between the PRO polypqrtide ammo add 
sequence of interest having a sequence derived from the native PRO polypeptide sequence and the comparison 
amino acid sequence of interest (i.e., the amino acid sequence against which the PRO polypeptide sequence is 
being compared) as determined in the BLOSUM62 matrix of WU-BLAST-2 by (b) the total number of amino 
add residues of the PRO polypeptide of interest. 

'Isolated, ** when used to describe the various polypeptides disclosed herein, means polypeptide that has 
been identified and separated and/or recovered from a component of its natural environment. Co nt a min a n t 
components of its natural environment are materials that would typically interfere with diagnostic or ther^utic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified ( 1) to a degree sufficient to obtain at least 
15 residues of N-terminal or mtemal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant cells, since at least one 
component of the PRO polypeptide namral environment will not be presem. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

An "isolated" PRO polypepdde-encoding nucleic acid is a nucleic acid molecule that is idendfred and 
separated from at least one contaminant nucleic add molecule with which h is ordinarily assodated in the nanirai 
source of the PRO polypeptide nucleic add. An isolated PRO polypeptide nucleic add molecule is other dum 
in die form or setting in which it is found m nature. Isolated PRO polypeptide nucleic acid molecules diercfore 
are distinguished from die specific PRO polypeptide nucleic add molecule as it exists in namral cells. However. 
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an isolated PROpolypeptide iwdcic add molecule includes PRO polypeptide nucleic acid molecules centtined 
in cells that otdiiumly express the PRO polypeptide whcie. fo^ 

diiomosomal location differem frmn ttiat of natural celb. 

The teim -control sequences" refers to DNA sequeiKes necessary for the expiessi^ 
linkedcodingseqnenceinapaiticularhostoisanism. The control sequences that aie suitaMe for piokaryotes. 
5 forexample.includeapromo.er.optionallyanoperatorsequence.andarite^ 
are known to utilize promoters, polyadenylation signals, and enhancers. 

Nucleic acid is "operably linked' when it is placed into a functional relationship with anodicr nucleic 
acidsequence. For example. DNA for a presequencc or secretory leader is operably linked to DN^ 
polypeptide if it is expressed asapreproteintiuttparticipatesmdie secretion of the polypep^ 
10 enhancer is operably linked to a coding sequence if it affects tiietranscri^^ 

biDdingsiteisoperablylinkedtoa.codingsequenceiftoispositi««dsoas Ga^. 
•operably linked" means that tiie DNA sequences being linked are contiguous, and. in the case of asecretoiy 
leader, contiguous and in reading phase. However, enhancers do not have to be comiguous. Unking is 
accomplishedbyligationatconvenientrestrictionsites. If such sites do not exist, the synflietic oligoaucleotide 
15 adaptors or linkers are used in accordance wifliconventiMial practice. 

The term "antibody" is used in die broadest sense and specifically covers, for example, single anti-PRO 
™^onal antibodies (including agonisu antagonist, and neutralizing antibodies). ami-PRO amibody 
compositions witii polyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 
antibodies (see below). T1» term "monoclonal anuW as used herein refers to an amibody obtained fiom a 
20 popuktionofsubstamiallyhomogeneousamiTK)dies.i.e..theindiv^ 

identical except for possible namraUy-occurring mutations that may be present in minor amoums. 

-Sgingcncy-of hybridization reactions is readily determinable by one of ordinary sldUinthe art. and 

' genendlyisanempiricalcalculationdepcndeMuponprobelength.washingtemperamre.ai^ 

In general, longer probes require higher temperatures far proper amu^ . while shorter probes need lower 
25 temperamres. Hybridization generally depends on die abUity of denatured DNA to reammal when 
complememary strands are present in an emaromnent below their melting temperamre. Tte higher die degree 
of desired homology between ti« probe and hybridizable sequence. fl>e higher ti« relative temperamre which 
canbeused. As a result, it follows tiuu higher relative temperamres would tend to make die reaction conditiom 
more stringem.whae lower temperatures less so. For additional details and explam«ion of stringency of 
30 hybridization reactions, see Ausubel et al.. Qirr^r mtowl? ffl MOleg^W W°t9KY. WUey Interscience 
Publishers. (19W). 

•Stringent conditions" or "high stringency conditions", as defined herein, may be identified by fliose 
diat: (1) employ low ionic strengtii and high temperamre for washing, for example 0.015 M sodmm 
chloride/0.0015 M sodhmi citrateA).l% sodhim dodecyl sulfate at 50'C: (2) employ during hybridization a 
35 denamring agent, such as formamide, for example. 50% (v/v) formamide with 0.1% bovine sermn 
albmnin«.l%Fioomi%polyvinylpyrrolidone/50mMsodimnphosphatebufferatpH6.5wto 
chloride. 75 mM sodium citrate at 42-C; or (3) employ 50% formamide. 5 x SSC (0.75 M NaCl. 0.075 M 
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sodium citrate}* 50 xnM sodium phos(^te (pH 6.8), 0.1 % sodium pyrophosphate, 5 x Denhaidt's sohition, 
sonicated salmon sperm DNA (SO ;tg/ml), 0.1 % SDS, and 10% dextran sulfate at 42**C, with washes at 42^C 
in 0.2 X S5C (sodium chloride/sodium citrate) and 50% formamide at SS'^C, followed by a high-stringency wash 
consisting of 0.1 X SSC containiiig EDTA at SS^'C. 

"Moderately stringem conditions'' may be idendlied as described by Sambrook et al.. Molecular 
S Clontnp! A Laboratory Manual. New York: Cold Spring Harbor Press, 1989, and include the use of washing 
solution and hybridization conditions (e.g., temperature, ionic strength and %SDS) less stringent that those 
described above. An example of moderately stringent conditions is overnight incubation at 37^C in a solution 
conqyrismg: 20% formamide, 5 x SSC (150 mM NaCl, 15 inM trisodium citrate), 50 mM sodium phosphate (pH 
7.6), 5 X Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA, 

10 followed by washing die filters in 1 x SSC at about 37-50''C. The skiUed artisan will recognize how to adjust 
the temperature, ionic strength, etc. as necessary to accommodate factors such as probe length and the like. 

The term "epitope tagged" when used herein refers to a chimeric polypeptide conqirisitig a PRO 
polypeptide fused to a " tag polypeptide ' . The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is short enou^ such that it does not interfiere with activity of the polypeptide 

IS to vMdi it is fused. The tag polypeptide preferably also is fairly unique so that the antibody does not 
substantially cross-react with other epitopes. Suitable tag polypeptides generally have at least six amino acid 
residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
add residues). 

As used herein, the term "immunoadhesin" designates antibody-like molecules which combine the 
20 bindii^ specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
constant domains. Structurally, the immunoadhesins comprise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
25 ligand. The immunoglobulin constant domain sequence in die immunoadhesin may be obtained from any 
immunoglobulin, such as IgG-1, IgG-2, IgG-3, or IgG-4 subtypes, IgA (including IgA-1 and IgA-2), IgE, IgD 
or IgM. 

"Active" or "activity" for the purposes herein refers to form(s) of a PRO polypeptide which retain a 
biological and/or an inununological activity of native or naturally-occurring PRO, wherein "biological" activity 

30 refers to a biological function (either inhibitory or stimulatory) caused by a native or naturally-occurring PRO 
odier than the ability to ioduce the production of an antibody against an antigenic epitope possessed by a luuive 
or naturally-occurring PRO and an "immunological" activity refers to the ability to induce the production of an 
antibody agamst an antigenic epitope possessed by a native or naturally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 

35 blocks, iiihibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 
manner, the term "agonist" is used in the broadest sense and. includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
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bKJude agonia or anmgpnist antiTwdies or aimT^ 

oative PRO polypeptides, peptides, small organic molecules, etc. Methods for identifying agonists or 
antagonists of a PRO polypeptide may comprise comacting a PRO polypeptide with a c^ 
antagonist molecule and measuring a detectable change in one or more biological activities normally associated 
with the PRO polypq>tide. 

5 Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 

the object is to prevent or slow down (lessen) tiie targeted pathologic condition or disorder. Those in need of 
ueatibent faKdude those already wifli the disorder as weU as those pr^ 

die disorder is to be prevented. 

•Chronic" administration rete to admhristndon of dje agem($) in a centinno^ 

10 an acute mode, so as to maintain the mitial tfatiapeutic effect (activity) for an extended period of time. 
-Intermittent- administration is treatmem that is not consecutively done without interruption, but rather is cyclic 
innatuie. 

"Mammal- for purposes of treatment refers to any anfanal classified as a mammal, including humans. 

domestic and fiirm animals, and zoo. sports, or pet ammaU. such as dogs. cats, catde. horses, sheep, pigs, goats. 

15 rabbits, etc. PreferaWy. tiie manunal is human. 

Administration "in combuation widi- one or n»re fiirflier therapeutic agents includes sm^ 

(ccmcurrent) and consecutive administration in any order. 

•Carriers" as used heieta mdude phannaccuticaUy acceptable carriers, excipients. or stabilizers vi*ich 
are nontoxic to the ceU or mammal being exposed thereto at the dosages and concentrations employed. Often 
20 the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
acceptable carriers mchide buffers such as phosphate, citrate, and other organic acids; antioxidants including 
ascorbic acid; l ow molecular weight qess than about 10 residu es) polypeptide; proteins, such as ser um albumm. 
gelatin, or immunoglobuUns; hydrophiUc polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine. asparagine. argmme or lysine; monosaccharides, disaccharides. and other carbohydrates including 
25 glucose, mannose. or dextrins; chelating agents such as EDTA; sugar alcohols such as mamiitol or sori)itol: salt- 
forming countcrions such as sodium; and/or nonionic surfactants such as TWEEN«. polyethylene glycol(PEG). 
and PLURONICS". 

"Antibody fragments" coaptise a portion of an intact antibody, preferably the antigen bmding or 
variable region of flie ifflaci antibody. Examples of antibody fragments include Fab. Fab', F(ab*),. and Fv 
30 fragments; diabodies; linear antibodies (Zapata et al., Eiaisia^ 8(10): 1057-1062 11995]); single-chain 
antibody molecules; and multiq)ecific antibodies formed from antibody fragments. 

Papam digestion of antibotUes produces two identical antigen-binding fragments, caUed "Fab" 
fragmems, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting die 
ability to crystallize readUy. Pepsui treatment yields an F(ab'), fragment diat has two antigen-combining sites 
35 and is still capable of cross-linkng antigen. 
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*Fv" is the Tpitiimnm abtibody fragment which coQtaios a complete antigen-recogmtiQa and -binding 
site. This region consists of a dimer of oi» heavy- and one light-chain variable domain in tight, ncm-covalent 
association. It is m this configuration that the three CDRs of eadi variable domain interact to define an antigen* 
bindmg site on the surface of the VH-VL dimer. Collectively, the six CDRs confer antigen-bindipg specificity 
to the antibody. However, even a single variable domain (or half of an Fv conning only three CDRs ^ific 
5 for an antigen) has the abili^ to recognize and bind antigen, although at a lower affinity than the entire bindmg 
site. 

The Fab fragment also contains the constant domain of the light chain and the first constant domain 
(CHI) of the heavy cfaam. Fab fragments differ from Fab' fragments by the addition of a few residues at the 
caiboxy terminus of die heavy chain CHI domam mchiding one or more cysteines from die antibocfy hinge 
10 rcgicm. Fab*-SH is die designation herein for Fab* In which die cysteine residue(8) of die constam domains bear 
a free diiol group. F(ab')2 antibody fragments originally were produced as pairs of Fab* fragments which have 
hinge cysteines between them. Other chemical cotq>lings of antibody fragments are also known. 

The *'light chains** of antibodies (immunoglobulins) from any vertebrate species can be assigned to one 
of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constam 
15 domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
IgM, and several of diese may be fimher divided into subclasses (isoiypes). e.g. , IgG 1 , IgG2. lgG3, IgG4, IgA, 
and IgA2. 

20 "Single-chain Fv** or **sFv" antibody fragments comprise die VH and VL domains of antibody, wherein 

these domams arc presem in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the VH and VL domains which enables the sFv to form the desired structure for 
antigen bindmg. For a review of sFv, see Pluckdiun in The Pharmacology of M onoclonal Antibodies, vol. 1 13, 
Rosenburg and Moore cds., Springer-Verlag, New York, pp. 269-315 (1994). 

25 The term "diabodies" refers to small antibody fragments with two aittigen-binding sites, which 

fragments comprise a heavy-chain variable domain (VH) connected to a light-chain variable domain (VL) in the 
same polypeptide Cham (VH-VL). By using a linker diat is too short to allow pairiiig between the two domains 
on the same chain, the domains are forced to pair with the complementary domains of anodier cham and create 
two antigen-binding sites. Diabodiesaredescribedinorefully in, forexample, EP404.()97; W093/11161;and 

30 Hnllinpgr et al.. Proc. Natl. Acad . Sci. USA. 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
con^nent of its natural environment. Contaminant components of its natural envirYmment are materials which 
would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
odier proteinaceous or noiqiroteinaceous solutes. In preferred embodiments, the antibody will be purified (1) 

35 to greater than 95% by weight of antibo^ as determined by the Lowry method, and most preferably moredian 
99% by weight, (2) to a degree sufficiem to obtain at least 15 residues of N-tennmal or internal ammo acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 
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n0im«hicnigconditioiisusingCooinassieblueor,pre^^ Isolated antibody includes the antibody 

in situ wthin recombinam cclb since at least one con^KH^ 

present. Ordinarily, however, isdatcd antibody wiU be prepared by at least one inirific^ 

The word 'laber when used hcrran refers to a detectable compound or conqwsition whidi is conjugated 
direcdy or indirectly to the antibody so as to generate a 'hibeled'antnwify. The label nuy be detcctableby itself 
5 (e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
alteration of a substrate compound or composition which is detectable. 

^ 'solid phase" is meam a nim-aqueous matrix to whfch die antibody of the present hiventioo can 
adhere. Examines of soUdirfiases enconq)a8sed herein mdude those fonned partial 
contioUed pote glass), pdysaccharides (e.g., agarose), polyacrylamides, polysvrene^ polyvinyl alcohri and 
10 silicones, to ceruunembodunents, depending on the context, the solid phase can comprise the widl of m 

plate: in others U is a purification cotamn (e.g.. an affinity chromatogrqAy column). This term also mchides 
a discontinuous soUd phase of discrete partWes, sudi as those described in U.S. Patent No. 4,275,149. 

A "liposome' is a small veacle composed of various types of lipids, phos^dioUpids and/or surham. 
n4iich is useful for delivery of a drug (such as a PRO polypeptide or antibocfy thereto) to a mammal. The 
15 conqxnents of die Iqwsome are commonly arranged m a Mayer formation, similar n> die Iqiid arrangemem of 
biological membranes. 

A "small molecule" is defined herran to have a molecular weight below about 500 Daltons. 

n. rnnmositions and Methods of the Invention 

20 Theiwesent mvention provides newly identified and isolated nucleotide sequenoescncodingpolypeptides 

referred to in the present application as PRO polypeptides. In particular. cDNAs encodhig various PRO 
polypeptides have beoi identified and isolated, as disclosed in furdier detail in the Examples below. It is noted 
^ proteins produced in separate expressim roundsWSegiverdifferraf PRO numbers^ 
is unique for any given DNA and the encoded protein, and wUl not be changed. However, for sake of 

25 simplicity, in the present specification the protem encoded by the full lengdi native nucleic acid molecules 
disclosed herem as well as all funher native homologues and variants included in die f«egoing definition of 
PRO, will be referred to as "PRO/number", regardless of their origin or mode of preparation. 

As disclosed m the Examples below, various cDNA clones have been dqx»ited wifli the ATCC. The 
acnial nucleotide sequences of those clones can readily be determined by die skiUed artisan by sequencmg of die 

30 deposited clone using routine mediods in the art. The predicted amino acid sequence can be determined from 
die nucleotide sequence using routine skiU. For the PRO polypeptides and encodmg nucleic acids described 
herein, AK)licants have identified what is beUeved to be die readmg frame best identifiable widi the sequence 
information available at die time. 

35 1. ^.ll-leMthFROMl PalvnenHdes 

The present mvention ivovides newly identifiedand isolated nucleotide sequences oicoding polypeptides 
referred to ui da presem application as PR0281 (UNQ244). In particular, cDNA encoding a PR0281 
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polypeptide has been identified and isolated, as disclosed in further dctaU in the Examples below. 

Using the WU-BLAST-2 sequence aiignnaent computer program, it has been found that a full-length 
native sequence PR0281 (shown in Figure 2 and SEQ ID N0:2) has certain amino acid sequence identity with 
the rat TEGT protem. Accordingly, h is presenUy believed that PR0281 disclosed in the present plication is 
a newly identified TEGT homolog and may possess activity typical of that protein. 

2. Fun-length FR fmfi PolvDcnttdes 

The present invention provides newly identified and isolated nucleotide sequencesencodingpolypcpddes 
referred to in the present application as PR0276 (UNQ243). In particular, cDNA cncodipg a PR0276 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is known, the DNA16435-1208 sequence encodes a novel factor designated herein as PR0276; 
using WU-BLAST-2 sequence alignment con^ter programs, no significant sequence identities to any known 
proteins were revealed. The sequence identity identifications Miiich were found are listed below in the examples. 

3. Full-length PR0189 Polvpentides 

The present invention provides newly identified and isolatednucleotide sequences encodmgpolypqptides 
referred to in the present application as PR0189. In particular. Applicants have identified and isolated cDNA 
encoding a PR0189 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 
knowledge, die DNA21624-1391 nucleotide sequence encodes a novel factor; usmg BLAST and FasiA sequence 
alignment computer programs, no significam sequence identities to any known proteins were revealed. 

4. FulMenfith FRO190 PolvDeptides 

The present invention provides newly identified and isolated nucleotide sequences encodingpolypepiides 
referred to in the presem application as PRO190. In particular. Applicants have identified and isolated cDNA 
encoding a PRO190 polypeptide, as disclosed in fimher detail in die Exanq>les below. The PR0190-cncodmg 
clone was isolated from a human retina library. To Applicants present knowledge, the DNA23334-1392 
nucleotide sequence encodes a novel multiple transmembrane spanning protein; usmg BLAST and FastA 
sequence alignment computer programs, there is some sequence identity withCMP-sialicacid and UDP-galactose 
transporters, indicating that PRO190 may be related to transporter or that PRO190 may be a novel transporter. 

5. Full-length PR0341 PolvDeptides 

The presem invention provides newly identified and isolatednucleotide sequences encoding polypeptides 
referred to in the presem application as PR0341 (UNQ300). In particular, cDNA encoding a PR0341 
polypeptide has been identified and isolated, as disclosed in ftmher detail m the Examples below. 

The DNA26288-1239 done was isolated from a human placenta library. As far as is known, the 
DNA26288-1239 sequence encodes a novel factor designated herein as PR0341; using die WU-BLAST-2 
sequence alignment conqwter program, no significam sequence identities to any known proteins were revealed. 
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6. lft.ll.l«nirth PR A^M Polvncntides 
TheprcsentinvcntionpKmctes newly idendfied 
refened to in the present applieattan as PRO180 (UNQ154). In particular. cDNA encodiQg a PRO180 
polypeptide has been identified and isolated, as disd 

The DNA26843-1389 done was isolated from a human placenta library using oUgos fomied from 
5 DNA12922isola.edfromanamylase8creen. As far as is known, the DNA26843.1389 sequence encodes a novel 
focior designated hoein as PRO180. 

7. y^lUMiPth PP nUM prtlvnentidcs 
TlM! present mventionprovides newly identified and isolated nucleo^ 
10 referred to in the present application as PROW. Inpaiticular. Applicants have identified and isolated cDNA 
encoding a PR0194 polypeptide, as disclosed in further detaU in the Examples below. lUe PR0194<ncoding 
clone was isolated ftom a human fetal hmg library. To Applicants present knowledge, the DNA26844-1394 
nucleotide sequence encodes a novel factor; using BLAST and FastA sequence aligmnem computer programs, 
no significant sequence identities to any known proteins were revealed. 
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8. l^ilU^nrth WtA ^ Pnlvnentldes 

Tbepreseminventionprovidesnewlyidcntificdandisolatednucleoiide sequences encodingpolyp 

referred to in the present application as PRO203. In particular. Applicants have identified and isolated cDNA 
encoding a PRO203 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence aligmnent computer programs. Applicams found that the PRO203 polypeptide has sequence identity 
with GST ATPase. Accordingly, it is presemly believed that PRO203 polypeptide disclosed in the present 
applicaUonisanewlyidentifiedmember of iheATPase family andpossesses activity typical of di^ 



9. ir..meiiBth VR fYMa Polvpeotides 
25 TheprescminvendonptoWdesnewlyidentifiedandisolatednucleotidesequencesencodi^ 

referredtoindieprese«appUcationasPRO290. Inparticular. cDN A encoding a PRO290 polypeptide has been 
identified and isolated, as disclosed in further detaU to the Exanq»les below. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST2 sequence 
aUgmnem analysis of the fiin^ength sequence shownmfigure 23 (SEQ ID NO:33). revealed 

30 between the PRO290 amino acid sequence and the following Dayhoff sequences:P_R99800. CC4H_HUMAN. 
YCS2_YEACT. CEF35G12_13. HSFANJ. MMU52461_1. MMU70015_1. HSU67615_1. CETOlHlOJand 
CELT28F2_6. 

It is currendy believed that PRO290 is an intracellular protein related to one or more of die above 



protdns. 
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10. Full-length PRQ874 PolvpeDtides 

The present invendon provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0874. In particular. Applicants have identified and isolated cDNA 
encoding a PR0874 polypq)tide, as disclosed m further detail in the Exan^les bdow. The PR0874-«ncoding 
clone was isolated from a human fetal lung library. To Applicants present knowledge, die DNA40621-1440 
nucleotide sequence encodes a novel factor. Although, using BLAST and FastA sequence alignment computer 
im)grams, some sequence identity with known proteins was revealed. 

11. FVill-length FR Q710 Polypeptides 

The present inventiwi provides newly identified and isolated nucleotidesequencesencoding polypeptides 
referred to in the present application as PRO710. In particular. Applicants have identified and isolated cDNA 
encoding a PRO710 polypeptide, as disclosed in further detail in die Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found diat die PR07 10 polypeptide has significant similarity 
to die CDC45 protein. Accordmgly, it is presemly believed diat PRO710 polypeptide disclosed in da present 
application is a newly identified CDC45 homolog. 

12. Fun-length PHOllSl Polypeptides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
referred to in die present application as PR01151. In particular, cDN A encoding a PRO 1151 polypeptide has 
been identified and isolated, as disclosed in fiuther detail in die Examples below. 

Using the WU-BLAST-2 sequence alignment computer program, it has been found that a full-leiigdi 
native sequence PROl 151 (shown in Figure 30 and SEQ ID NO:47) has certain amino acid sequence identity 
with die human 30 kD adipocyte complemem-related precursor protein (ACR3_HUMAN). Accordingly, it is 
presentiy believed diat PROl 151 disclosed in die present application is a newly identified member of die 
complement protein family and may possess activity typical of diat family. 

13. FulHeneth PR01282 Polypeptides 

The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in die present application as PR01282. In particular, cDNA encoding a PRO 1282 polypeptide has 
been identified and isolated, as disclosed m fimher detail in die Examples below. 

As far as is known, die DNA45495-1550 sequence encodes a novel factor designated herein as 
PR01282. Using WU-BLAST-2 sequence alignment computer programs, some sequence identities between 
PR01282 and odier leucine rich repeat proteins were revealed, as discussed in the examples below, indicating 
diat a novel member of die leucine rich repeat sq)erfamily has been identified. 

14. FulMength PR 0358 Polvpeptides 

The present invention further provides newly identified and isolated nucleotide sequences encoding a 
polypeptide referred to in die present plication as PR0358. In particular. Applicants have identified and 
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isolated CDNA encoding a novel hunum Toll polypeptide (PR03S8). as disclosed in further deoul in the 
Bannplesbelow. Using BIJVST and FastA secpHaK* alignmem coinputer piognnns. Applicam 
coding sequence of PR0358 shows significant homology to DNA sequences HSU88S40_1. HSU88878_1. 
HSU88«79_1.HSU88880J. HS88881_l.andHSU79260_l in the GenBank database. With the exception 
of HSU79260_1 . the noted proteins have been identified as human toU-like receptors. 

Accordingly, it is piesentiy believed that the PR0358 proteins disclosed in die present application are 
newly identified hurnan honiolog^s of die Oron^ to protein ToU . and a« 

adaptive inununity. More specifically. PR0358 niay be involved in inflaimnation. septic shock, and response 
topathogens. and play possible roles indiverseinedicalconditionstiiat are aggra^ 
as. for example, diabetes. AI^. cancer, rhcurnatoidartfiritis. and ufc^^ m role of PR0385 as pathogen 
pattern recognition receptors, sensing ti« presenci of conserved molecular structures present on microbes, is 
fWher supported by ti« data disclosed in d« present application, showing flua a known human ToU^ 
recqKor. TLRZ is a direct inediamr of LPS signaling. 



15. l^.lu«^rth PRQIHift PwlvneptMes 

15 TT„.pn»minventionpiovidesnewlyidentifiedandisolatedmideotidesequencesenco«^ 

referred to in ti« present application as PR01310. In particular. cDNA encoding a PRO1310 polypeptide has 
been identified and isolated, as disclosed in fiirfter detail m the Examples below. 

Using WU-BLAST-2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1310 (shown m Figure 36 and SEQ ID NO:62) has certain amino add sequence identity wifl. 
20 carboxypeptidase X2. Accordingly, it is presently believed that PRO1310 disclosed in the present application 
is a newly identified member of the carboxypeptidase family and may possess carboxyl end amino acid removal 



acnviqr. 



16. irtill-lMigth PP n«;«Mt Polvaeptides 

25 Thepresentinventionprovidesnewlyidentifiedandisolatednucleotidesequencesencoding 

referred to in the present application as PR0698. In particular. Applicants have idemified and isolated cDNA 
cncodingaPR0698polypeptide. asdisclosed infdrthcr detail in tite Examples below. Using BLAST and FastA 
sequenceaUgmnentcomputerprograms.ApplicamsfoundfliatdiePR0698polypeptideh^ 
to tbt olfactomcdin protein. Accordingly, it is presently believed that PR0698 polypeptide disclosed in the 
30 present application may be a newly identified olfactomcdin homolog. 

17. ^.lUi-nrth PR "7^ PnWneatides 

TTiepiesentinventionprovides newly identified and isolated micleotide sequences encoding polypeptides 
referred to in ti« present application as PR0732. In particular. Applicants have idcmified and isolated cDN A 
35 encodingaPR0732polypeptide.asdisclosedinfurtherdetailintiteExampte Using BLAST and FastA 
sequence alignment computer p™gnuns.Applica«s found that die PR0732polypepddehassigni^ 
to die hmnan placental DifD3protein.Accordingly.it is Fesentiy believed d««PR0732pol^^ 
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in the present application is a newly identified DifOB homolog. 

18. Fun-length r^QllW Pp^pcptide^ 

The present invention provides newly identified and isolated nucleotide sequences encodingpolypqiddes 
referred to in the present applicaticm as PROl 120. In particular, cDNA encoding a PRO 1 120 polypeptide has 
5 been identified and isolated, as disclosed in furdier detail in the Examples below. 

Usmg WU-BLAST-2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1120 (shown in Figure 47 and SEQ ID NO:84) has certain amino acid sequence idend^ widi die 
known sulfatase proteins designated CELK0SK^_1 • and GL6S_HUMAN, respectively, m the Da^fT database 
(version 35.45 SwissProt 35). Accordingly, it is presently believed diat PROI120 disclosed in the present 
10 application is a tKwly identified member of the sulfatase family and may possess activity typical of sulfatases. 

19. Full-length PR0537 Poivpeirtides 

The present invendon provides newly identified and isolatednucleotide sequences encoding polypeptides 
referred to in the present application as PR0537. In particular, cDN A encodii^ a PR0537 polypeptide has been 

IS identified and isolated, as disclosed m fimher detail m the Examples below. The DNA49141-1431 clone was 
isolated from a human placenta library using a trapping technique which selects for nucleotide sequences 
encoding secreted proteins. Thus, the DNA49141-1431 clone does encode a secreted factor. As far as is 
known, the DNA49141-1431 sequence encodes a novel factor designated herein as PR0537; using the WU- 
BLAST2 sequence alignment computer program, ik> significant sequence identities to any known proteins were 

20 revealed. 

20. Full-length PROS36 PolvDeDtides 

The present invention providesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0536. In particular, cDNA encoding a PR0536 polypeptide has been 
25 identified and isolated, as disclosed in further detail in the Examples below. 

The DNA49142-1430 done was isolated fiom a human infant brain library using a trapping technique 
which selects for nucleotide sequences encoding secreted proteins* Thus, die DNA49142-1430 clone does 
encode a secreted factor. As far as is known, the DNA49142-1430 sequeixre encodes a novel factor designated 
herein as PR0536; using die WU-BLAST-2 sequence alignment computer program, no significant sequence 
30 identities to any known proteins were revealed. 

21. FulHength PR0535 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0535. In particular, cDNA encoding a PR0535 polypeptide has been 
35 identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiill-lengdi 
native sequence PR0535 (shown in Figure 53 and SEQ ID NO:99) has amino acid sequence identity with a 
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22. i?..il.lpn gth VRC "^» Pnlvnepttdes 
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26. FuU-length PROjM? Polypeirtid^ 
The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present q>plication as PR0943 . In particular, cDNA encoding a PR0943 polypeptide has been 
identified and isolated, as disclosed in further detail in the Exanqiles below. 

Using the WU-BLAST-2 sequence alignnoent computer program, it has been found that a full-length 
S native sequence PR0943 (shown in Figure 70 and SEQ ID NO: 1 1 9) has amiix> acid sequence identity whh die 
fibroblast growtii factor receptor-4 protein. Accordingly, it is presenUy believed that PR0943 disclosed in the 
present application is a newly identified member of the fibrobalst growth factor receptor family and may possess 
activity typical of that family. 

10 27. g^D^ength PR01188 Polyp e ptides 

The present invention provides newly identified and isolated nucleotidesequences encodmg polypqnides 
referred to in the present application as PROl 188. In particular, cDNA encoding a PROI 188 polypeptide has 
been identified and isolated, as disclosed in further detaO in the Examples below. 

As discussed in more detail in Example 1 below, using WU-BLAST-2 sequence alignment con^iuter 
IS programs, it has been found that a full-lengdi native sequence PROl 188 (shown in Figure 72; SEQ ID NO: 124) 
has certain amino acid sequence identity with nucleotide pyrophosphohydrolase (SSU83 1 14_1). Accordingly, 
it is presently believed that PROl 188 disclosed in the present application is a newly identified member of the 
nucleotide pyrophosphohydrolase family and may possess activity typical of that family of proteins. 

20 28. l^iD-length PR01133 PoivDeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present ai^lication as PROl 133. In panicular, cDNA encoding a PROl 133 polypeptide has 
been identified and isolated, as disclosed in further detail in die Examples below. 

Using WU-BLAST-2 sequence alignment computer programs, it has been found that a full-length native 
25 sequence PROl 133 (shown in Figure 74 and SEQ ID NO: 129) has certain amino acid sequence identity with 
netrin la, Dayhoff accession AF002717_1. Accordingly, it is presently believed that PROl 133 disclosed in the 
present application shares at least one related mechanism with netrin. 

29. FuD-lencth PRa784 Polvoeptides 
30 The presem invention provides newly identified and isolatednucleotide sequences encoding polypeptides 

referredtointhepresentq)plicationas PR0784. In particular, cDNA, designatedhereinas *'DNA53978-1443", 
which encodes a PR0784 polypeptide, has been identified and isolated, as disclosed in further detail in the 
Examples below. 

Using BLAST and FastA sequence alignment computer programs, it has been found that a full-length 
3S native sequence PR0784 (shown in Figure 76 and SEQ ID NO: 135) has certain amino acid sequence identic 
with sec22 homologs. Accordingly, it is presemly believed that PR0784 disclosed in the present application is 
a newly identified member of the sec22 family and may possess vesicle tra^icldng aaivities typical of the 8ec22 
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family. 

30. Foil-length PR 0783 PolvDeDtidcs 
The present inventionprovides newly identified and isolated nucleotide sequences encodingpolypcptides 
referred to in the present appUcadon as PR0783. In particular. Applicants have identified and isolated cDNA 
5 encoding a PR0783 polypeptide, as dsclosed m further detail in the Examples bdow. The PR0783-cncoding 
ciao& was isolated from a human fetal kidney libraiy . To Applicants present knowledge, the DNA53996-1442 
nucleotide sequence encodes a novel fector. However, usiog BIjVST and FastA sequence aUgnmcm computer 
programs, some sequence identity to known proteins was found. 

10 31. Fun-lenrth P RO820 PohvpeDtides 

Thcpresent invention provides newly identified and isolated nucleotidesequcncesCTOodmg polypeptides 
referred to in die present appttcation as PRO820. In particular. Applicants have identified and isolated cDNA 
encoding a PRO820 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found diat various portions of the PRO820 polypeptide have 
15 sequence identity witii tiie low affinity smmunoglobulm gamma Fc receptor, the IgE high affinity Fc recqnor 
and die high affinity immunoglobulin epsUwi recqjtor, Accordiiigly, it is prcsentiy believed tiiat PRO820 
polypeptide disclosed in thtt present ai^lication is a newly identified member of the Fc receptor family. 

32. Full-length P RO1080 Polypeptides 
20 The present invention provides newly identified and isolated nucleotide sequences encodiqgpolypepddes 

referred to in the present application as PRO1080. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1080 polypeptide, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence SignmentcdrapuiCT 

that die PRO1080 polypeptide has sequence identity with a 39.9 kd protein designated as •YRY1_CAEEL". a 
25 DnaJ homolog designated «AF027149_5", a DnaJ homolog 2 designated -RNU95727_r. and Dna3/Cpr3 
designated **AF011793_1". Accordingly, these results indicate that the PRO1080 polypeptide disclosed m the 
present application may be a newly identified member of die DnaJ-like protein family and tiierefore may be 
involved in protein biogenesis. 

30 33. Fiill-length PRQ1079 Polvpenttdes 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1079. In particular. cDNA encoduig a PRO1079 polypeptide has 
been identified and isolated, as disclosed in furtiier detail in the Examples below. 

As far as is known, the DNA56Q50-1455 sequence encodes a novel factor designated herein as 
35 PRO1079. Altiiough, using WU-BLAST2 sequence alignment computer programs, some sequence identities 
to known proteins was revealed. 
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34. Full-length PR0793 PolvDeiitides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0793. In particular. cDN A encoding a PR0793 polypeptide has been 
identified and isolated, as disclosed in further detail in the Examples below. 

The DNA561 10-1437 clone was isolated from a human skm tumor library. As far as is known, the 
5 DNA561 10-1437 sequence encodes a novel factor designated herein as PR0793; using the WU-BLAST-2 
sequence alignment conqHiter program, no significant sequence identities to any known proteins were revealed. 

35. Full-length PRO1016 PohrpeDtldes 

The present invention provides newly identified and isolated nucleotidcscquencesencodmg polypeptides 
10 referred to in the present application as PRO1016. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1016 polypeptide, as disclosed in further detail in die Examples below. Using BLAST and 
FastA sequence alignment conqniter programs. Applicants found that various portions of the PRO 1016 
polypqytide have sequence identity with acyltransf erases. Accordingly, it is presentiy believed tiiat PRO1016 
polypqytide disclosed in the presem ^plication is a newly identified member of the aQ^ltransferase family and 
IS possesses acyltalation capabilities typical of tius £Bmily. 

36. Full-length PROIOIS Polypeptides 

The presem invention provides newly identified and isolated nucleotide sequences encodingpolypqitides 
referred to in the presem application as PRO1013. In particular. Applicants have identified cDNA encoding a 

20 PRO1013 polypeptide, as disclosed in further detail in the Examples below. ThePROlOlS-encodingclonecame 
from a human breast tumor tissue library. Thus, die PRO1013-cncoding clone may encode a secreted factor 
related to cancer. To Applicants presem knowledge, the DNA564 10-1414 nucleotide sequence encodes a novel 
faaor. Using BLAST and FastA sequence alignment computer programs, some sequence identity witii 
KIAA0157 and P120 was revealed. PRO1013 has at least one region in common with growth factor and 

25 cytokine receptors. 

37. Full-length FR0937 Polypeptides 

The present invention provides newly identified and isolated nucieotidesequences encoding polypeptides 
referred to in die present application as PR0937, In particular. Applicants have identified and isolated cDNA 
30 encoding a PR0937 polypeptide, as disclosed in further detail in die Examples below. Using BLAST and FastA 
sequence alignment computer programs. Applicants found tiiat the PR0937 polypeptide has significam sequence 
identity with members of die glypican family of proteins. Accordingly, it is presentiy believed tiiat PR0937 
polypeptide disclosed in die present application is a newly identified member of the glypican family possesses 
properties typical of the glypican family. 

35 
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38. YvHJ>""*h 1»RO «^ Pnlvnentldes 
Tteims^iitinvemiaapnmdesiuwlyidcmifiedM^ 
«fe«dtointhepre8em.ppUcaiiona»PR0842. inparticul^ 
identified and isolated, as disclosed in further detail in the EKunpks below. 

As far as is Icnown. the DNA56855-1447 sequence encodes a novel secreted fector designated herein 
5 asPR0842. However. iisingWU-BLAm sequence aligmnent computer programs. 8on««^^ 
sny known proteins were revealed. 

39. FnlMcnefli VP Cisaa Polypeptides 
The piesemiiiventionprovidesnewly identified and isolatcdnucleotid^ 
10 refcrredtointhepresentappUcationasPROgSQ. to particular. cDNA encoding a PR0839 polypeptide has been 
identified and isolated, as disclosed in further detail in the Examples below . 

As far as is known, the DNA56859-1445 sequence encodes a novel factor designated herein as PR0839. 
However, using WO-BLAST-2 sequence alignment computer programs, some sequence identities to known 
jmnehis was revealed. 

15 

40. |r,.lVi>noth raO|1M> PftlvneDtides 
Thepresem invemionprovidesnewly identifiedand isolated nucleotide sequences encoding polypeptides 
leferredtointhepresemapplicadonasPROllM. fa particular. Applicants have identified and isolated cDNA 
encoding a PRO1180 polypeptide, as disdosed in further deuiii in the Examples Using BLAST and 

20 FastAsequenceaUgmnemcomp«terprograms.Applicantsfound.hatthePROll80poly^ 

similarity to me*yltransfcrase enzymes. Accordingly, i. is p«sen.ly believed that PRO1180 polypepnde 
disctosed in the presem appUcation is a newly identified member of *e methyltransferase family and possesses 



activity typical of that faauly. 

25 41. y..i^-l«.pth PR01134 Palvnertides 

Thepreseminventionpixmdesnewlyidcntifiedandisolatednucleotidesequencesenc^ 

referred to in the present application as PR01134. In particular. cDNA encoding a PR01134 polypeptide has 
been identified and isolated, as disclosed in further detaa m the Examples bdow. 

The DNA56865-1491 done was isolated from a human fetal liver spleen Ubrary using a trapping 
30 u^dmiquewhichselectsformKrleotidesequencesencodingsecretedproteiM 

does encode a secteted factor. As far as is known, the DNA56865-1491 sequence encodes a novel ftoor 
designated herein as PR01134: using the WU-BLAST2 sequence aUgmnem computer progtam. no significant 
sequence identities to any known protons were revealed. 

35 42. Full-length PR Otao Polypeptides 

Thepiesenttoventionprovidesnewlyidentifiedandisolatednucleotidesequencesencodingpob^ 
referredtointhepresemapplicationasPROm faparticular.cDNA encoding a PRO830polypeptide has been 
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identified and isolated, as disclosed in further detail in the Examples below. 

The DNA56866-1342 clone was isolated from a human fetal liver/spleen library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA56866-1342 clone 
does encode a secreted factor. As far as is known, the DNA56866-1342 sequence encodes a novel factor 
designated herein as PRO830; using the WU-BLAST-2 sequence alignment computer program, no significant 
5 sequence identities to any known proteins were revealed. 

43. FuU-lenirth PR01115 PolYPeptidcs 

The present inventionprovidesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROl 1 15. In particular, cDNA encoding a PROl 1 15 polypeptide has 
10 been identified and isolated, as disclosed in fiuthet detail in the Examples below. 

As far as is known, the DNA56868-1478 sequence encodes a novel transmembrane protein designated 
herein as PR01il5. Although, using WU-BLAST-2 sequence alignment computer programs, some sequence 
identities to known proteins were revealed. 

15 44. Full-lenyth PR01277 Polvp«>tidcs 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present apptication as PR01277- In particular, cDNA encoding a PR01277 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST-2 sequence alignment computer programs, it has been found that a fuU-length native 
20 sequence PR01277 (shown in Figure 113 and SEQ ID NO: 179) has certain amino acid sequence identity witii 
Coch-5B2 protein (designated "AF012252_1 " in the Dayhoff database). Accordingly, it is presemly believed 
that PR01277 disclosed in the present plication is a newly identified member of the Coch-5B2 protem family 
and may possess the same activities and properties as Coch-SB2. 

25 45. Full-length PR01135 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encodix^ polypeptides 
referred to m the present q>plication as PROl 135. In particular, Applicants have identified and isolated cDNA 
encoding a PROl 135 polypeptide, as disclosed m further detail in die Examples below. Using BLAST and 
FastA sequence alignment conQ>uter programs. Applicants found that the PROl 135 polypeptide has significant 

30 similarity to the alpha 1,2-mannosidase protein. Accordingly, it is prescntiy believed tfiat PROl 135 polypeptide 
disclosed m the present application is a newly identified member of the mannosidase enzyme family and 
possesses activity typical of that family of protems. 

46. Full-length PR0 1114 Polvpcntldcs 
35 The presem invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the presem application as PROl 1 14 interferon receptor. In particular, cDNA encoding a PROl 1 14 
mterferon receptor polypeptide has been identified and isolated, as disclosed in further detail in die Examples 
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bdow. 

Using the WU-BLAST-2 sequence alignment computer program, it has been found that a fiill-lei^ 
native sequence PR01114 interferon reoq)tor polypeptide (shown in Figure 117 and SEQ ID NO:183) has 
sequence identity with die other known Interferon receptors. Accordingly, it is prescndy believed that PROl 1 14 
interferon receptor possesses activity typical of other interferon receptors. 

5 

47. Full-length P1 I0828 PohrpeDtides 
The present inventionprovides newly identified and isolated nucleotide sequenccsencodingpolypeptidcs 
referred to in the present application as PR0828. In particular. Applicants have identified and isolated cDNA 
encoding a PR0828 polypeptide, as disdosed in furtiierdetaU in the Exa^ Usii« BLAST and FaslA 

10 sequence alignment computer programs, AppUcanfe found that the PR0828 polypeptide has sequence identity 
with glutathione peroxidases. Accordmgly. U is presentiy believed diat PR0828 polypqitide disclosed in the 
present appUcation is a newly identified member of the glutathione peroxidase fjamUy and possesses peroxidase 
activity and other properties typical of glutathione peroxidases. 

IS 48. Full-length F) RO1009 Pohrpeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO1009. In panicular, cDNA encoding a PRO1009 polypeptide has 
been identified and isolated, as Closed in funher detail in die Examples below. 

Usmg WU-BLAST-2 sequence alignment computer programs, it has been found diat a full-lengdi native 
20 sequence PRO1009 (shown in Figure 122 and SEQ ID NO: 194) has certain amino acid sequence identity with 
long-chain acyl-CoA syntiietase homolog designated -F69893". Accordingly, it is presentiy believed diat 
PRO 1009 disclosed in tiK present plication is a newly identified member of die long-cham acyl-CoA syndietase 
familyand may possess~aaivity"relat€dto"this family; 

25 49. Full-length PROI007 PdvpeDtidcs 

The present invention provides newly identified and isolated nucleotidesequencesencoding polypeptides 
referred to in die present application as PRO1007. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1007 polypeptide, as disclosed in fimher deiaU in die Examples below. Using BLAST and 
FastA sequence alignment conqwiter programs. Applicants found dial various portions of die PRO1007 

30 polypeptide have sequence identity widi MAGPIAP. Accordingly, it is presentiy beUeved tiiat PRO1007 
polypeptide disclosed m die present application is a newly identified member of die MAGPIAP family and is 
associated with metastasis and/or cell signaling and/or cell replication. 

50. FttM-length PR0 1(^ PolvDeotldes 
35 The present invention provides newly identified and isolated nucleotide sequences encoding polypqnides 

referred to m die present application as PRO10S6. In particular, cDNA encoding a PR01CI56 polypeptide has 
been identified and isolated, as disclosed m further detail in the Examples below. 
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Using the WU-BLAST-2 sequence alignment ooni{mter program, it has been found that a full-length 
native sequence PRO1056 (shown in Figure 127 and SEQ ID NO: 199) has amino acid sequence identity with 
a chloride channel protein. Accordingly, it is presently believed that PRO 1056 disclosed in the present 
iqpplication is a newly identified chloride channel protein homolog. 

51. FulMenrth PRQX26 PolvpeDtldes 

The present invention providesnewly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0826. In particular, cDNA encoding a PR0826 polypeptide has been 
identified and isolated, as disclosed in furdier detdl in the Exanqries below. 

The DNA57694-1341 clone was isolated from a hmnan fetal heart library usmg a trappiog technique 
which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA57694-I341 clone does 
encode a secreted fector. As far as is known, the DNA57694-1341 sequence encodes a novel factor designated 
herein as PR0826; using the WU-BLAST-2 sequence alignment coir^uter program, no significani sequence 
identities to any known proteins were revealed. 

52. FnB-length PRQ819 Pohrpeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PR0819. In particular, cDNA encoding a PR0819 polypeptide has been 
identified and isolated, as disclosed in furtiier detail in the Examples below. 

The DNA57695-1340 clone was isolated from a human fetal liver spleen library using a trapping 
technique which selects for miclcotide sequences encoding secreted proteins. Thus, the DNA57695-1340 clone 
does encode a secreted factor. As far as is known, the DNA57695-1340 sequence encodes a novel factor 
designated herein as PROS 19; using tiie WU-BLAST-2 sequence alignment computer program, no significant 
sequence identities to any known proteins were revealed. 

53. F»ll-length PRO1006 Pplvpeptides 

The present invention provides newly identified and isolated nucleotidesequencesencoding polypeptides 
referred to in tiie present application as PRO1006. In particular. Applicants have identified and isolated cDNA 
encoding a PRO 1006 polypeptide, as disclosed in further detail in tiie Examples below. The PRO1006-encodnig 
clone was isolated from a human uterus library. To Applicants present knowledge, tiie DNA57699-1412 
nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment computer programs, 
some sequence identity with a putative tyrosine protein kinase was revealed. 

54. Full-length PR01112 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to m the present application as PROl 1 12. In particular. Applicants have identified cDNA encoding a 
PROl 112 polypeptide, as disclosed in further detail in Example 1 below. To Applicants present knowledge, die 
DNA57702-1476 nucleotide sequence encodes a novel factor, although using BLAST and FastA sequence 
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55. FulHength FR01Cy74 PolvDeptides 

The present invention provides newly identified and isolated nucleotide sequences encodingpolypcpttdes 
referred to in the present application as PRO1074. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1074 polypeptide, as disclosed in further detail in the Exanqjles below. Using BLAST and 
FastA sequence alignment computer programs. Applicants found that the PRO1074 polypeptide has sequence 
identity with galactosyltransfcrase. Accordingly, it is presently believed that PRO1074 polypeptide disclosed 
in ^ present application is a newly identified member of the galactosyltransfefase family and possesses 
galactosyltransfcrase activity. 

56. Full-length PRO10(» Polviieptides 

The present inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to m the present ^Ucation as PRO1005. In particular, cDNA encoding a PRO1005 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is Icnown, the DNA57708-141 1 sequence encodes a novel factor designated herein as 
PRO1005. However, using WU-BLAST2sequencealignment computer programs, some sequence identities with 
known proteins was revealed. 

57. FulMength roO1073 PolvDeDtides 

The present invention provides newly identified and isolated nucleotide sequences encodingpolypeptides 
referred to in die present application as PRO1073. In particular. cDN A encoding a PRO1073 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is known,-the-DNA5T710-sequence_encodes_a_noyel_secrei^^ 

PRO1073. However, using WU-BLAST2 sequence alignment computer programs, some sequence identities to 
known proteins were revealed. 

58. Full-length FR QllSl Pohnpeotides 

The present invention provides newly identified and isolated nucleotidesequences encoding polypeptides 
referred to in the present application as PROl 152. In particular, cDNA encoding a PR01152 polypeptide has 
been identified and isolated, as disclosed in furdier detail in the Examples below. 

The DNA5T7i 1-1501 clone was isolated from a human infant brain library. As far as is known, the 
DNA5T711-1501 sequence encodes a novel factor designated herein as PROl 152; using the WU-BLAST-2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed. 

59. Full-length PR01136 Polvpeotides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
lefeixed to in the present application as PROl 136. In particular, cDNA encoding a PROl 136 polypeptide has 
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been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fuU-length 
native sequence PR01136 (shown in Figure 147 and SEQ ID NO:219) has ammo acid sequence identity with 
PDZ domain-containing proteins. Accordii^gly, it is presently believed that PROl 136 disclosed m the present 
q)plication is a newly identified member of the PDZ domain<ontaining protein family and may possess actwity 
epical of that family. 

60. FuB-lcngth FRng13 Polvpeptides 

The present inventionprovidcsnewly identified and isolated nucleotide sequences encodmg polypeptides 
referred to m the present application as PR0813. In particular. Applicants have identified and isolated cDNA 
encoding a PR0813 polypeptide, as disclosed m further detail in die Examples below. Using BLAST and FastA 
sequence alignment conqmter programs, Applicants found tiiat die PR0813 polypeptide has significant similariQr 
to the pulmonary surfactant-associated protem C. Accordingly, it is presentiy beUeved tiiat PR0813 polypeptide 
disclosed in die present application is a newly identified pulmonary surfactant-associated fnotem C homolog. 

61. F»ll-leiigth PR D809 PolvDeDtides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO809. In particular, Applicants have identified and isolated cDNA 
encoding a PRO809 polypeptide, as disclosed in further detail in die Examples below. To Applicants present 
knowledge, die DNA57836-1338 nucleotide sequence encodes a novel factor. 

62. Fuil-leneth PR0791 Polvpeptides 

The present invention provides newly identified and isolated nucleotide sequences encodmgpdypeptides 
referred to in dxe present application as PR0791. In particular. Applicants have identified and isolated cDNA 
encoding a PR0791 polypq)tide, as disclosed in further detail in die Examples below. To Applicants present 
knowledge, die DNA57838-1337 nucleotide sequence encodes a novel factor; however, using BLAST and FastA 
sequence alignment computer programs, diere does appear to be some sequence identity widi MHC-1 antigens, 
indicating that PR0791 may be related diereto in strucwre and function. 

63. Full-length PRO1004 Polypeptides 

The present invention provides newly identified and isolatednucleotide sequences encoding polypeptides 
referred to m die present application as PRO1004. In particular, cDNA encoding a PRO1004 polypeptide has 
been identified and isolated, as disclosed in further detail in die Examples below. 

As far as is known, die DNA57844-1410 sequence encodes a novel factor designated herein as 
PRO1004. However,using WU-BLAST2 sequence alignment computer programs, some sequence identities widi 
known proteins were revealed. 



328 



PCT/US99/122S2 



64. Full-length PROllU PoivpeDHdes 

The present invention provides nswly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROIUI. Id particular, cDNA encoding a PROllll polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs , it has bce^ found that a fuU-lengdi native 
5 sequence PROllll (shown in Figure 157 and S£Q ID NO:229) has certain arnino acid sequence identity with 
LIG. Accordingly, it is presentiy believed diat PROllU disclosed in the present application is a newly 
identified member of tiiis glycoprotem fmdiy. 

65. FalMePirth PR0 1344 Ptotvpcntides 

10 ThepresemmventionpiovidesnewlyidentifiedandisolatednucleGtideseqpiencesencodingpo^ 

referred to m the present {plication as PRO 1344. In particular, cDNA encoding a PR01344 polypeptide has 

been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found tiiat a full-lengtii 

native sequence PR01344 (shown in Figure 159 and SEQ ID NO:23 1 ) has certain amino acid sequence identity 
IS with the factor C protein of Cardnoscorphis rotundicauda. Accordingly, it is presentiy believed that PR01344 

disclosed in die present application is a newly identified factor C protein and may possess activity typical of that 

protem. 

66. Full-length PRO1109 PtolvDCPtides 

20 The present invention provides newly identified and isolated nucleotide sequences encodingpolypqytides 

referred to in the present application as PROl 109. In particular, cDNA encoding a PROl 109 polypeptide has 

been identified and isolated, as disclosed in further detail in the Examples below. 
Using-the4V-U-BLAST2-sequeiice-aUgnmem-Computer„program,_it.has_been.fb^ afuU-leo^. 

native sequence PROl 109 (shown in Figure 161 and SEQ ID NO:236) has certain amino acid sequence identity 
25 widi the human UDP-Gal:GlcNAc galactosyltransferase protein. Accordingly, it is presentiy believed tiiat 

PROl 109 disclosed in the present application is a newly identified P-galactosyltransferase enzyme and has 

activity typical of tiiose enzymes. 

67. Full-length PR01383 PolvpeDtides 

30 The present invention provides newly identified and isolatednucleotide sequences encoding polypeptides 

referred to in the present application as PR01383. In particular, cDNA encoding a PR01383 polypeptide has 

been identified and isolated,, as disclosed in further detail m the Examples below. 

Using the WU-BLAST2 sequence alignment coniqmter program, it has been found that a fiilMengdi 

native sequence PR01383 (shown in Figure 163 and SEQ ID NO:241) has certain amino acid sequence identity 
35 with die putative human transmembrane protein nmb precursor (NMB_HUMAN). Accordingly, it is presentiy 

believed tiiat PR01383 disclosed in tiie present application is a newly identified nmb homolog. 
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68. FiilMi^nrth PRO10Q3 Polvpepttaes 

The presort inventioa provides newly identified and isolated nucleodde sequences cncodingpoiypcptides 
referred to in the present application as PRO1003. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1003 polypeptide, as disclosed in further detail in the Examples below. The PR01003-cncoding 
clone was isolated from a human breast tumor tissue library. The PROlOOSnencodrng clone was isolated ming 
a trappmg technique which selects for nudeotidc sequences encoding secret^ Thus, the PRO1003- 

encodmg clone may encode a secreted factor. To Applicants present knowledge, the UNQ487 (DNA58846. 
1409) nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment computer 
programs, no sequence identities to any known proteins were revealed. 

69. Full-icngth PR O1108 Polvpeptides 

The present mvention provides newly identified and isolatednucleotidesequencesencoding polypqitides 
referred to m the present application as PROl 108. In particular. Applicants have identified and isolated cDNA 
encoding a PROl 108 polypeptide, as disclosed in further detail in the Examples below. Usmg BLAST and 
FastA sequence alignment computer programs, AppHcants found that the PROl 108 polypeptide has significant 
simUarity to the LPAAT protein. Accordingly, it is presently believed that PROl 108 polypeptide disclosed in 
the present sqjplication is a newly identified LPAAT homolog. 

70. Fiin-lfenrth PR01137 Polypeptides 

The presem invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROl 137. In particular, Applicants have identified and isolated cDNA 
encoding a PROl 137 polypeptide, as disclosed in further detail in the Examples below. Usmg BLAST and 
FastA sequence alignment computer programs. Applicants found that the PROl 137 polypeptide has sequence 
identity with ribosyltransferases. Accordingly, it is presently believed that PROl 137 polypeptide disclosed in 
the present application is a newly identified member of the ribosyltransferase family and possesses 
ribosyltransferase acdvity. 

71. FMH-length PR01138 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present ^plication as PROl 138. In particular. Applicants have identified and isolated cDN A 
encoding a PROl 138 polypq«ide. as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence aUgmnent computer programs. Applicants found that the PROl 138 polypeptide has sequence 
identity with CD84 leukocyte antigen. Accordingly, it is presently believed that PROl 138 polypeptide disclosed 
m die present application is a newly identified member of the Ig superfamily and has activity typical of other 
members of the Ig superfamily. 
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72. yiilUgnrth raOlflM PftlvnMrtldes 
The piwem invention proWdes newly identified and iso^ 
lefened to in the present appUcation as PRO1054. In particular, cDNA encoding a PRO1054 polypeptide has 
been idemified and isolated, as disdosed in further detail m the Exanqrfw 

Usnig &e WU-BLAST2 sequence aMgnoHntt conqniter program, it has been found fliat a fiill-length 
5 native sequence PRO1054 (shown in Figure 174 and SEQ ID NO:256) has amino acid sequence idemity wilh 
one or more of the major urinary proteins. Accordingly, it is presently believed that PRO1054 disclosed in the 
present appUcation is a newly identified member of the MUP family and may possess activiiy typical of that 
fanuly. 

JO 73. FuH-lcngtli Pl tfWM P«ilvDeptldes 

Thepreseminventionprovidesnewtyidentifiedandisolatednucleotidesequencescncodingpolypepdto 

referred to in the present application as PR09!M. In particular, cDN A encoding a PR0994 polypeptide has been 
identified and isolated, as disclosed in further detaa to the Exan^les betow. 

Usmg the WU-BLAST2 sequence aUgnmem convwer program, it has been found that a full-length 
15 native sequence PR0994 (shown in Figure 176 and SEQ ID NO:258) has ammo acid sequence identity with die 
ounor-assodated antigen L6. Accordingly, it b presentiy believed that PR0994 disclosed in the ptesem 
plication is a newly identified L6 auigen homolog. 

74. Pnli-lengtii F «nit12 PolvneDttdes 
20 The present invention provides newly identified and isolated nucleotide sequences encodingpdypq>tides 

referred to m the present application as PR0812. topanicular, cDNA encoding a PR0812 polypeptide has been 
identified and isolated, as disclosed in further detail in flK Exanq>les below. 

"U8ingWWU-BlAST2-sequence-alignnient computer pn^mrit-has-beenfo^ 



native sequence PR0812 (shown in Figure 178 and SEQ ID NO:260) has amino acid sequence identity with die 
25 prostatic steroid-btodfaig cl protein. Accordingly, it is presemly believed that PR0812 disclosed in die piesent 
qiplication is a newly identified prostatic steroid-binding cl protein homolog. 

75. I?iill-length Pj imiM;*) Polypeptides 
Thepresentinventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
30 referred to in die present application as PRO1069. In particular. Applicants have identified and isolated cDNA 
encodmg a PRO1069 polypqwide, as disclosed m ftoher detaU in the Examples bdow. Using BLAST and 
FastA sequence aligmnem computer programs, it was found Uiat die PRO1069 polypeptide has sequence identity 
widi CHIF. Accordmgly, it is presentiy believed diat PRO1069 polypeptide disclosed in die present application 
is a newly identified CHIF polypeptide and is involved in ion conductance or regulation of ion conductance. 

35 
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76. ^.iu>ni>fh FR01129 Folvpeptlte 
ThepresaitinvcndonprovidKiiwly idcntmedand isola^ 

lefeired to in the pfesent appUcatkm as PR01129. In particular. Applicants have identified and isolated cDNA 
encoding a PR01129 polypeptide, as disclosed in further detail in the Examples below. Usmg BLAST and 
FastA sequence alignment computer programs. Applicants found that the PR01129 polypeptide has significant 
5 sfanilarity to the cytochrome P-450 family of protems. Accoidingly, it is presently believed Aat PRO 1129 
polypeptide disclosed m the present appUcation fa a newly identified member of the cytochrome P-450 family 
and possesses activi^ ^ical of diat family. 

77. y>.p.i>nyth 1»ROin68 POlVDeiltWW 

10 The presemmventionprovidesnewly identified and isolated raicleodde sequences en«^ 

referred to to the present applicatico as PRO1068. In particular. cDNA encodhig a PRO1068 polypeptide has 

been identified and isolated, as disclosed m further detaU in the Ewunples below. 

Usmg WU-BLAST2 sequence alignment computer programs, it has been found that a fiiU-length native 

sequence PRO1068 has amino acid sequence identity wifli urotensin. Accordingly, it is presently believed tiiat 
15 PRO1068 disclosed m ibe present application fa a newly identified member of the urotensin fiunily and may 

possess activity typical of the urotensin family. 

78. pnlUenrth PRO1066 PolYPegUdW 

The present invention provides newly identifiedand faolated nucleotide sequences encodmg polypeptides 
20 referred to m the present application as PRO1066. fa particular. Applicants have identified and faotated cDNA 
enco<UngaPR01066polypcptide.asdisc!osedinfiirtherdetaaintheExamplesbelow. The PRO1066H!ncoding 
clone was isolated from a human pancreatic mmor tissue library using a trapping technique which selects for 
nucleotide sequences encodmg secreted protems. Thus, tiw PRO1066^ncoding done may encode a secreted 
factor. To AppUcants present knowledge, the DNA59215-1425 nucleotide sequence encodes a novel factor; 
25 using BLAST and FastA sequence alignment conq»uter programs, no sequence identities to any known iwotcins 
were revealed. 

79. Fiill-length FH OHM PolvDeDtides 

The preseminventionprovides newly identified and faolated nucleotide sequences encoding polypeptides 
30 referred to m ti» present application as PR01184. fa panicular. Applicants have identified cDNA encoding a 
PROl 184 polypeptide, as dfadosed m fiirther detail m the Examples below. To AppUcants presem knowledge, 
the DNA59220-1514 nucleotide sequence encodes a novel secreted factor. 

80. FiilUlength PR013«> Polvpentides 

35 Thepresem mvention provides newly identified and isolated nucleotide sequences encodmgpolypeptides 

referred to fa tiie present application as PRO1360. fa particular. cDNA encodmg a PRO1360 polypeptide has 
been identified and faolated, as lUsclosed m fimher detail m the Examples below. 
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As far as is known, the DNA59488-1603 sequence encodes a novel factor designated herein as 
PRO1360; using WU-BLAST2 sequence alignment computer programs, no significant sequence identities to asxy 
known proteins w€re revealed. Some sequence identities were reveded, as indicated bdow in the exanqdcs. 

81. FiilMgngth PRO1029 PohrDeDtidcs 
5 Thepresentinventionprovidesnewly identifiedandisolatednucleotide sequcncesencodingpolyp^Kidcs 

referred to in die present appUcatiwi as PRO1029. In particular, cDNAciK^diiig a PRO1029polypqjtid^ 
been identified and isolated, as disclosed in further detaU m die Exam^es below. 

The DNA59493-1420 clone was isolated from a human fetal liver spleen library using a trqiping 
technique which selects for nucleotide sequences encoding secreted proteins. Thus, die DNA59493-1420 doM 
10 does encode a secreted factor. As far as is known, die DNA59493-1420 sequence encodes a novel factcir 
designated herein as PR01W9; using die WU-BLAST2 sequence aligns 
identities to any known proteins were revealed. 

82. yulMciigth PR 01139 Polvpeptides 

15 The presem invention provides newly identified and isolated nucleotide sequences encoding polypeptides 

referred to in die present application as PROl 139. In particular. Applicants have identified and isolated cDNAs 
encoding PR01139, as disclosed in further detail in die Examples below. Using BLAST and FastA sequence 
alignment computer programs. Applicants found dial die human PROl 139 protein originally identified exh^ 
a significant sequence homology to die a OB receptor associated protein HSOBRGRP_I, described by BaiUeul 

20 et al.. Nucleic Acids Res. 25. 2752-2758 (1997) (EMBL Accession No: Y12670). 

83. Fuli-length PR 013ft9 Ptolvpenddes 
qiie presem invention providesnewly identified and isolated nuc^ 

referred to in die present application as PRO1309. In particular, cDNA encoding a PRO1309 polypeptide has 
25 been identified and isolated, as disclosed in ftmher detail in die Examples below. 

Using die WU-BLAST2 sequence alignment computer program, it has been found diat a fiilMwigdi 
native sequence PRO1309 (shown in Figure 196 and SEQ ID NO:278) has certain amino acid sequence identity 
widi a protein designated KIAA0416. given die Dayhoff designation AB007876^1. Moreover, PRO1309 has 
leucine rich repeats, accordmgly, it is presentiy beUevcd dial PRO1309 disclosed in die present application is 
30 a newly identified member of die leucine rich protein family and may be involved in protein protein interactions . 

84. FnlMength PRQ1028 PolvDeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in die presem application as PRO1028. In particular. Applicants have identified and isolated cDNA 
35 encoding a PR01()28 polypeptide, as disdosed in ftmher detail in die Examples bclo^^ To Applicants present 
knowledge, die DNA59603-1419 nucleotide sequence encodes a novel factor. BLAST and FastA sequence 
alignment co^^mter programs showed some sequaice identity widi proteins such as diose designated - A53050" 
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85. l^imcnrth VROiar? VchmeaMea 

The present inventionprovides newly identified and isolated nucleotide sequencesenco^prfypqMides 
refened to in the present application as PRO1027. In particular. Applicants have identified and isolated cDNA 
5 encoding a PRO1027 polypeptide, as disclosed in further detail in the Examples below. The PRO1027-cncoding 
clone was identified in a human uterine cervical tissue Ubrary. To Applicants present knowledge, Ae 
DNAS960S-1418 nucleotide sequence encodes a novel factor. 

86. TTHlMcngth FROIIOT Polvaeiiddeg 

10 Thcptesentinvaitianim>vide8newlyidentifiedandisolatednudeotideseqpiencesencodmgpoly^ 

referred to in the present ^Ucation as PRO1107. In particular. Applicants have identified and isolated cDNA 
encoding a PRO1107 polypeptide, as disclosed in fimher detail in tin Eiuanples below. Using BLAST and 
FastA sequence alignment conqniter programs. Applicants found tiiat the PRO1107 polypeptide has some 
similarity to the PC-1 protein, human insulin receptor tyrosine kinase inhibitor, an alkaline phoqihodiesterase, 

15 and autotaxm. Accordingfer. it is piesendy believed dm PRO1107 polypeptide disclosed in the preseM 
application is a newly identified member of ttie pbosfdiodiesterase fomUy. 

87. litiiuiojirth PROiidn PftivpeDttdts 

The present invention provides newly identified and isolated nucleotide sequences encotfing novel multi- 
20 span transmembrane polypeptides referred to in tiie present application as PROl 140. In particular. Applicants 
have identified and isolated cDNA encoding a PRO1140 polypeptide, as disclosed in further detaU in the 
Exan5>les below. Using BLAST and FastA sequence aUgnment computer programs, some sequence identity with 
known proteins was found. 

25 88. FiilMenirth PR Ol 106 PohmeDtides 

The present invention i»ovidcs newly identified and isolated nudeotideseqiMncesencoding polypeptides 
referred to in the present application as PROl 106. In particular. Applicants have identified and isolated cDNA 
encoding a PROl 106 polypeptide, as disclosed in fimher detaU in the Examples bdow. Using BLAST and 
FastA sequence alignment computer ptograms. Applicants found tiiat the PROl 106 polypeptide has significant 

30 snnilarily to tiie peroxisomal calchmi-<^)endent solute carrier. Accordingly, it is presentiy believed tiiat 
PRO1106 polypq)tide disclosed in dw present appUcasioa is a newly identified member of tiie mitodiondrial 
carrier superfemily and possesses transporter activiQf typical of this family. 

89. yiiii-ienrth PRQ1291 Polypeptides 
35 Thepresentinventionprovidesnewlyidentifiedandisolatednucleotidesequencesencodmgpolypq)tides 

referred to in tiie present application as PR01291 . In particular, cDNA encoding a PR01291 polypeptide has 
been identified and isolated, as disclosed in fiirdier detail in die Exan^les below. 
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Using fl» WU-BLAST2 sequence aUgmnent computer program, it has been found Oat a fliU-lengA 
native sequence PR01291 (shown in Figure 208 and SEQ ID NO:291) has ccrtam amino add sequence idemity 
with the buiyrophilin protefai. Accordingly, it is prescntty believed that PR01291 disclosed in the present 
application is a newly identified butyrophilin homdog and may possess activity typical of that proleai. 

5 90. FiilMimrth FR OIinS Pohmeptides 

Thepiesentinventionprxnridesnewly identified and isolated nucleotide sequences encodingp^ 

referred to in the presem application as PR01105. In particutar, AppUcams have identified cDNA encoding a 
PROl 105 polypeptide, as disclosed in further detail in the Examples below. To Applicants presem knowledge, 
die DNA59612-1466 nucleotide sequence encodes a novel factor. Hiere is, however, some sequence identiQr 
10 with a peioj^dase precursor designated in a Dsyhoff database as -ATTS1623_1". 

91. yrni-taicth PRO^l PolvDentides 

The iHesoit inventiOTi provides newty identified and isolated nucleotidesequMices encoding poYsfpepfUes 
referred to in die present application as PR0511. In particular. Applicants have identified and isolated cDNA 
15 mcoding a PR0511 polypeptide, as disdosedinfuithtt detail in die Examines below. The PROSU-encoding 
done was isohited ftom a human colon tissue library. To Applicanu present knowledge, the DNA59613-1417 
nucleotide sequence encodes a novel factor, usmg BLAST and FastA sequence alignmcM computer programs, 
sequence identides yn± RoBo-1, phospholipase inhibitors and a protein designated as -SSC20F10_r were 
revealed, mdicated fliat PR051 1 009 be related to one or more of these proteins. 

20 

92. ynlHenetfa PP Ol tM Palvpeptidcs 

The presem invention provides newly identified and isolated nucleotide sequences encodingpolypeptides 

refeSStOTi^F^iiitappliMtio^^ 

encoding a PROl 104 polypeptide, as disclosed in fiirdier detail in the Exanqiles bdow. To AppBcants present 
25 knowledge, the DNA59616-1465 nucleotide sequence encodes a novel factor; using BLAST and FastA sequence 
alignment computer programs, some sequence identity appeared widi proteins designated as -AB002107_r. 
"AF022991 1" and "SP96_DICDr. 



93. Full-length PP O1 100 Polvprotldcs 

30 The presem invention provides newly identified and isolatednucleotidesequiaices encodmg polypeptides 

referred to in the presem application as PROl 100. In particular. Applicants have identified cDNA encoding a 
PROl 100 polypeptide, as disclosed in further detail in the Examples below. To Applicants presert knowledge, 
die DNA59619-1464 nudeotide sequence encodes a novd factor; using BLAST and FastA sequence alignment 
computer programs, only some sequence Idemity with known proteins was revealed. There is some sequence 

35 identity with the yeast hypodietical 42.5 KD pioiein in TSMl-AREl intergenic region (ACCESSION 
NO: 140496), designated "YSCT4_YEAST". 



335 



wo 99/63088 



PCTAJS99n2252 



94. FnlMgnPth PR0836 Pohrpcptidcs 

The present inventiOTi provides newly identified and isolated nucleotide sequences cncodingpolypcptides 
referred to in the present application as PR0836. In particular, AppUcants have identified and isolated cDNA 
encoding a PR0836 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 
knowledge, the DNA5962a-14d3 nucleotide sequence encodes a novel foctor. Using BLAST and FastA 
sequence aUgnment con^uter programs, there appears to be some sequence identity widi SLS 1 . 

95. Fiill-l^ngth PR01141 PolvpeptWey 

The present inventionprovidesnewly identified and isolated nucleotide sequences encoding polypcjrtidcs 
referred to in the present application as PROl 141. In particular. cDNA encoding a PROl 141 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA59625-1498 clone was isolated from a human ileum tissue Ubrary. As far as is known, the 
DNA59625-I498 sequence encodes a novel factor designated herein as PROl 141; using the WU-BLAST2 
sequence alignment computer program, no sequence identities to any known proteins were revealed. 

96. FnU-length W ^V^^ Pohmeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypepckles 
referred to in the presem application as PROl 132. In particular, cDNA encoding a PROl 132 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment con^Hiter program, it has been found that a full-length native 
sequence PR01132 (shown in Figure 226 and SEQ ID NO:309) has certain amino acid sequence identity with 
enamel matrix serine proteinase 1 and neuropsin. Accordingly, it is presenUy believed that PROl 132 disclosed 
in the present application is a newly identified member of the serine protease family and may possess protease 
activity typical of this fsunily. 

97. FolMength PR01346 Polvpcirtides 

The present invention provides newly identified and isolated nucleoiidesequencesencoding polypeptides 
referred to in the present application as NL7 (UNQ701). In panicular, cDNA encoding an NL7 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

As disclosed in the Examples below, a clone DNA59776-1600 has been deposited widi ATCC. The 
actual nucleotide sequence of the clone can be readily determined by the skilled artisan by scqucndng of die 
deposited clone using routine methods m the art. The predicted ammo acid sequence can be determined from 
the nucleotide sequence using routine skill. For the NL7 (PR01346) herein, AppUcants have identified what 
is believed to be the reading frame best identifiable with the sequence information available at the time of filing. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence NL7 (shown m Figure 228 and SEQ ID NO:314) has ccrtam amino acid sequence identity with 
microfibril-associated glycoprotein 4 (MFA4_HUMAN):ficolin-A - Mus musculus (AB0O7813_l); human lectin 
P35 (D63155S6_1); ficolin B - Mus musculus (AF(X)63217_1); human tenascin-R (restriction) (HS518E13_1); 



336 



WO99/6308g pcr/us99n22a 

&e long fonn of a m januain precursor (A45445); libriaogeo-relawl protein HFREP-1 precursor (JN0596); 
a human Tenascin precursor (TCNA HUMAN): human CDT6 (HSY16132_1); and angiopoietm-1 - Mus 
musculus(MMU83509_l). It U presently believed that NL7 disclosed in the presem application is a n^ 
ligand homologue. and may play a role in angiogenesis and/or vascular maintenance and/pr ^ 
and/or inflammation and/or tumor devdopment and/or growA 

5 

98. piSilulMiPth PP nn^^ Pntvocntides 
TlBpnacminventionprovidesnewlyidemificdandisolatednudeotidese^^ 
nrferredtointhepicsemappUcationasPROlBl. In particular. cDNA encoding a PROl 131 polypeptide has 
been identified and isolated, as disdosed m further detafl in the Ej^ 
10 u8mgWU-BIJVmsequcncealigmnemcomputerpiograms.ithasbeenfDundthata 

sequence PROIWI (shown hi Figure 230 and SEQ ID NO:319) has certain amhio acid sequence identity with 
alectm-like oxidized LDLreceptor. Accordmgly.itispnsemly believed thaiPR01131 disclosed md« present 
application may have at least one mechanism shnihff to dK»e of the IJ3L 

j5 99. F^ilUtenBth F1 »n|M1 Poivneotidcs 

Thepresemtaventionprovidesnewlyidemifiedandisolatedmicleotidescquencesena^ 

referred to in the present application as PR01281. Inparticular. cDNA encoding a PR01281 polypeptide has 
been uJentified and isolated, as disdosed in farther detaa in the Exampte 

The DNA59820-1549 clone was isolated firan a human fetal liver library osmg a tr^mg technique 
20 which selects for micleotide sequences encodh« secreted proteins. Thus, as to as is 

1549sequenceencodesanovelfactordesignatedhereinasPR01281. Using WU-BLAST2 sequence aligmnem 
computer programs, some sequenceidentitics to known proteins was found, butdetcrminednot to be significant. 



100. B^ilMiaiBth Pp nin<S4 Pohrpcptides 

25 TTiepresemtaventionproWdesnewlyidentifiedandisoUiedmicleotidescquencesen^ 

referred to m the present application as PRO1064. hi particular. cDNA encoding a PRO1064 polypeptide has 
been identified and isolated, as disclosed ui further detaU in the Examples below. 

The DNA59827-1426 done was isolated firon a human fetal kidney library. As for as is known, die 

DNA59827-1426 sequence encodes a novd fector designated herem as PRO1064; usmg die WU-BLAST2 
30 sequenceaUgmnc«computerprogram.nosignificamsequenceidentitiesioanyknownp^^ 

101. ]B>.ll.l>ni»«h PRn iyTO PolvDeDtides 
Thepresenthwentionprondcsnewly identified and isolatednucleotide sequences encoding P^ 

«,ferred to in dm present application as PR01379. to particular. cDNA encoding a PR01379 polypeptide has 
35 been identifurf and isotated. as disclosed mfbrdier detail m die Examples bdow. 

TTie DNA59828 done was isolated fiom a human fetal kidney Ubrary. As for as is known, die 
PR01379 polypeptide encoded Uiereby is a novd secreted factor. Using WU-BLAST2 sequence aligmnent 
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computer programs, sequence Identity was found between PR01379 and a hypothetical yeast protein 
-YHY8 YEAST" (Da)*off database; version 35.45 SwissProt 35). particularly at fl» C-terminal ends. 
Sequence homologies with other known proteins were revealed, but determined not to be significant. 

102. Full-length PP OMi Polvpcptldes 

5 TTteprescminventionprovidesnewlyidentifiedandisolatednucleotidesequencesencodingpd 

referred to in the present application as PR0844. In particular. Applicants have identified and isototed cDNA 
encodhig a PR0844 polypeptide, as disclosed in fiirther detail in the Examples below. Using BLAST and FastA 
sequence aligmnent computer programs. Applicants found that the PR0844 polypeptide has sequence identity 
with serine protease inhibitors. Accordingly, it is presently beUeved that PR0844 polypeptide disclosed In the 
10 piesent aH>lication is a newly itoMified serme protease inhibits and is capable of inhibiting serine proteases. 

103. F..ll-tenrth VR€iMH PolvDeiitides 

The present inventimi provides newly identified and isolatedmicleotide sequences encoding polypq)tide8 
referred to ui the prescm application as PR0848. In particular. Applicants have identified and is<dated cDN A 

15 aicodmgaPR0848polypeptide.asdisclosedinfiirlherdetaUintheExaiivlesbelow. Usuig BLAST and FastA 
sequence aligmnent computer programs. AppUcanis found that the PR0848 polypeptide has sequence identity 
with sialyltransferascs. Accoidingly. it is presently believed that PR0848 polypeptide disclosed in the piesem 
application is a newly identified member of the sialyltransferase family and possesses sialylation capabiUties as 
typical of this family. 

20 . 

104. F..IUI>nrth PROinOT Pftlvnentldes 

The present invention provides newly identified and isolated micleotidesequencesencodingprfypeptides 
referred to in the prescm application as PRO1097. In particular, Applicants have identified and isolated cDNA 
encoding a PRO1097 polypqHide. as disclosed m fiirther detail in the Examples below. To Applicants prescm 
25 knowledge, die DNA59841-1460 nucleotide sequence encodes a novel fector. Using BLAST and FastA 
sequence aUgnmem computer programs, some sequence identity with proteins designated as "CELK05G3_3", 
-CRU26344_r, "SPBC16C6_8", "P_W13844' and "AF0I3403" was revealed. 

105. Full-Jencth Pj tOl tS3 Polvoentides 

30 The piesent invention provides newly identified and isolatednucleotidcsequences encoding polypeptides 

referred to in the piesem application as PR01153. In particular. cDNA encodmg a PR01I53 polypeptide has 
been identified and isolated, as disclosed in fiirflier detail in flie Examples below. 

Using WU-BLAST2 sequence alignment con?»uter programs, it has been found tiiat a full-length native 
sequence PR01153 (shown in Figure 246 and SEQ ID NO:351) has certain amino acid sequence identity with 

35 HPBRn-7 protein submitted to die EMBL Data Ubrary June 1992. Accordingly, it is prescndy believed tiiat 
PRO 1153 Closed ui ti» presem applicatiai may be related to HPBRH-?. 
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106. l^iMeDgth PR011S4 PolvDeiitides 

The present invention provides newly identified and isolated nucleotide sequoices encodiogpdypeptides 
referred to in the present application as PROl 154. In particular* cDNA encoding a PROl 154 polypeptide has 
been identified and isolated, as disclosed in further detafl in the Exanqples below. 

Using WU-BLAST2 sequel^ alignment computer programs* it has been found that a full-lengdi native 
5 sequence PROl 154 (shown m Figure 248 and SEQ ID NO:353) aligns with a KIAA0525 protein, designated 
AB011097. PROl 154 has a novel N-terminus of 73 amino acids. Accordii^y, PROl 154 is believed to be 
novel. PROl 154 also has significant sequence identity with aminopeptidase N, insulin-regulated membrane 
aminopeptidase, tfarotropin-releasing hormone degrading enzyme and placental kucme aminopeptidase. 
Therefore, PROl 154 is believed to be a novel aminopeptidase, or peptide which degrades peptides. 

10 

107. FuB-lengtn f^Q^^^^ PolYP^ptfdfiS 

The piesem inventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO! 181. hi particular. cDNA encoding a PROl 181 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 
1 5 The DNA59847-15 1 1 clone was isolated from a human prostate tissue library usmg a trapping techmque 

which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA59847-1511 done does 
encode a secreted factor. As faras isknown, die DNA59847-1511 sequence encodes a novel factor designated 
herein as PROl 181; using the WU-BLAST2 sequence alignment computer program, no significant sequence 
identities to any known proteins were revealed. 

20 

108. Full-length PR01182 PotvpeDtides 

The present invention provides newly identified and isolated nucleotide sequences encodingpdypeptides 
rcferred.io.in.the.presem.q>plicationas„PR01182._Inparticu^^^ 

been identified and isolated, as disclosed in further detail in the Examples below. 
25 Using the WU-BLAST2 sequence aligmnent computer program, it has been found tiiat a full-length 

native sequence PROl 182 (shown in Figure 252 and SEQ ID N0:357) has amino acid sequence identity witii 

the conglutinin protein. Accordingly, it is presentiy believed that PROl 182 disclosed in the presem application 

is a newly identified conglutinin homolog. 

30 109. Full-length PR0115S Polypeptides 

Thepresentinventionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to m die present application as PROl 155. hi particular, cDNA encoding a PROl 155 polypeptide has 
been identified and isolated, as disclosed m further detail in the Examples below. 

Using WU-BLAST2 sequence aligmnem computer programs, it has been found that a full-length native 
35 sequence PROl 155 (shown m Figure 254 and SEQ ID NO:359) has certain amino acid sequence identity with 
neurokinin B. Accordingly, it is presentiy believed that PROil55 disclosed in the present application is a newly 
identified member of the tachykinin family. 
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110. f..ii.f.f«yth VRO}}»i l»«lvDeirtfcles 
ThepresemiiwentiOTprovidcs newly identified and i^^ 
refcned to in the present application as PR01156. In particular. cDN A encoding a PROl 156 polypeptide has 
been identified and isolated, as disclosed in further dctaU m the Examples bcl^^ 

The DNA59853-1505 done was isolated ftom an adult human heart library using a trapping technique 
5 whichselectsformKleotidesequimcesencodingsccretedproteto^ 

a secreted factor. M far as is known, the DNA59853-15(M sequence encodes a novel fiuaor designai«^ 

as PR01156. However, using WU-BLAST2 sequence aligmnent computer programs, some sequence identity 

with known protons were revealed. 

IQ 111. F..lU>nrth FROI098 PolYpeptHH^ 

Thepresent invention provides newly identified and isolatednucleoddesequencesencodingpolypeptides 
refentd to in the present application as PRO1098. In particular. Applicants have identified cDNA encoding a 
PRO1098 polypeptide, as disclosed to further detail in the Examples below. The PRO1098^ncodmg clone was 
isolated from a human lung tissue library. To Applicants present knowledge, the DNA59854-1459 nucleotide 

15 sequcnceencodesanovelfacior; usmg BLAST and FasiA sequence aligmnent computer programs, no significam 
sequence idemities to any known proteins were revealed. Some sequence idemity appeared with protetas such 
as die "Env" polyprotein and a mediyltransfierase. 

112. l^.lMi-iirth pp nif Pnlvncptides 

20 Thcprescntinventionprovidesnewlyidentifiedandisolaicdnucleotidesequencesencodingpd^ 
referred torn the presem application as PR01127. In particular. cDNA encoding a PROl 127 polypeptide has 
been identified and isolated, as disclosed m further detail m the Examples betow. 

The DNA60283-1484 clone encodes a secreted factor. As far as is known, the DNA60283-1484 
sequence encodes a novel factor designated hereto as PR01127: usmg WU-BLAST2 sequence aligmnent 

25 computer programs, minimal sequence identities to any known proteins were revealed. 

113. y-i^Ulpngth PRQIIM Prfvneptides 

Thepresemmvcntionprovidesnewlyidentifiedandisotatednucleotidesequencesencodingpolypq^ 

referrcdtotothepresentapplicationasPROim. to particular. cDN A encodmg a PROl 126 polypeptide has 
30 been identified and isolated, as disclosed to fimher detail to the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a fiiU-lengA 
native sequence PROl 126 (shown to Figure 262 and SEQ ID NO:367) has certato amino acid sequence idemity 
with the olfactomedm proteto. Accordmgly. it is presently believed that PR01126 disclosed to the presem 
application is a newly identified olfactomedto homolog and may possess activity typical of that proteto. 

35 
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114. ff^lHength PR01125 Polvpeiiddes 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in ttie present ai^lication as PROl 125. In particular, cDNA encoding a PROl 125 polypeptide has 
been identified and isolated, as disclosed In further detail in the £xan^>les below. 

Using WU-BLAST2 sequence alignment conqntter programs, it has been found that a full-length native 
S sequence PR01125 (shown in Figure 264 and SEQ ID NO:369) has certain amino acid sequence identity widi 
transcrQ>t]onal repressor rco-L Accordingly, it is presently believed that PR01125 disdosed in the present 
application is a newly identified niember of the WD siq)erfEanily. 

115. rulMepgtli fftOH86 ffo^Ypeptides 

10 The present inventionprovidesnewly identified and isolated nucleotide sequences encoding polypeptides 

referred to in the present application as PR01186. In particular, cDNA encoding a PR01186 polypeptide has 

been identified and isolated, as disclosed in furdier detail in the Examples below. 

Using WU-BLAST2 sequence alignment conqxiier programs, it has been found that a fuil-lengdi native 

sequence PROl 186 (shown in Figure 266 and SEQ ID NO:371) has amino acid sequence identity widi venom 
15 protein A from Dendroaspis polylepsis polylepsis venom. Accordingly, it is presently believed that PROl 186 

disclosed in the present s^lication is a newly identified member of venom protein A and may share a related 

mechanism. 

116. FulHenyth PR01198 PoivDeptidcs 

20 The present invention provides newly identified and isolated nucleotide sequences encodingpolypq>tides 

referred to in the present application as PROl 198. In particular, cDNA encoding a PROl 198 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is knownrthe-DNA606224525-sequence encodes a novehfact^ — : 

PROl 198. However, using WU-BLAST2 sequence alignment con^uter programs, some sequence identity with 

25 known proteins was found. 

117. FtJHengtl^ PR011S8 Polypeptides 

The presem invention provides newly identified and isolated nucleotidesequences encoding polypeptides 
referred to in the present application as PROl 158. In particular, cDN A encoding a PROl 158 polypeptide has 
30 been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA60625-1507 clone was isolated from a human lung nmior tissue library. As far as is known, 
the DNA60625*1507 sequence encodes a novel factor designated herein as PROl 158. However, using WU- 
BLAST2 sequence alignment computer programs, some sequence identities with known proteins were shown. 

35 118. Full-length PR01159 PolvDeDtides 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PROl 159. In particular, cDNA encoding a PROl 159 polypeptide has 
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been identified and isolated, as disclosed in tether detail in the Examples below. 

Tl,eDNA60627-1508done was isolated ftomahunmperipheral Wood gtanulocyt^ 
atrappingtechniquewhichselectsfornuclcotidesequencesencodingsec^ THus. the DNA60627- 

1508 done does etKXXle a secreted factor. As far as is known, the DNA60627-1508 sequence encodes a novd 
factor designated herein as PR01159; ushig the WU-BLAST2 sequence alignment computer program, no 
5 sequence identities to any known proteins were revealed. 

119. iriT^^>«p«h PRQl^M Pftlvnenddcs 
mpresentinventionprovidesnewlyidentifiedandisolatedmideodd^ 
refenedtointhepresentapplicationasPROim. In particular. cDNA encoding a PROl 124 polypeptide has 
10 been identified and isolated, as disclosed m further detaa In the Examp^^ 

UsingWU-BLACT2sequencealignmemcomputerprograms.ittosbeenfoundthataM^^^^ 

sequence PR01124 (shown in Figure Z74 and SEQ ID NO:377) has amino acid sequence idemity with an 
epithdial ddoride diannd protdn from bos taurus. PR01124 also has sequence identity with ECAM-1. 
Accordingly . It is presendy bdieved that PRO 1 124 disclosed in the presem applied 
15 n^mbianeprotdninvolvedincommumcationofcdlseitherthroughioncham^lsorcdl 

120. H Tyll-lpnyth VV fypSTf PrthmeptideS 
Ttepreseminventionprovidesnewly identified andisolatedmu:leotide sequencer 
referred to in the present application as PR01287. In particular. cDNA encoding a PR01287 pdypeptide has 
20 been identified and isokted. as disdoscd in fi«her detail in the Examples below. 

Using the WU-BLACT2 sequence aligmnent computer program, it has been found that a fiill-length 
native sequence PR01287 (shown in Figure 276 and SEQ ID NO:381) has amino add sequence identity with 
theradicalfringeproteinfromGall«sgaUus(GGU82088_l). Accordingly, it is presently believedthatPR01287 
disdosedinthepresemapplicationisanewlyidemified fringe proteinhomolog and may^ 

25 of the fringe protein. 

121. ^.lUpn gth PP rn-'ti^ PnlvncntMes 
Tteprcsenttavemionprovides newly identifKxlandisolatedmicleotidesequa^ 
referred to in fte present application as PR01312. Uiparticular, cDNA encoding a PR01312 polypeptide has 
30 been identified and isolated, as disdosed in tether detail in the Examples bdow. 

Using WU-BLACT2 sequence aligmnem computer programs, some sequence identities with known 
proteins were revealed, but were determtoed not to be significant. Thet^fott. as far as is known, the 
DNA61873-1574 sequence encodes a novd transmembrane protein designated hcrdn as PR01312. 

35 122. f..ii.ipngth PROj^OT P»lvDeiitidcs 

TT^preseminventionpiovidesnewlyldentifiedandisolatednucleotidesequM^ 
referred to in the present appUcation as PROl 192. In particular. cDNA encoding a PROl 192 polypeptide has 
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been identified and isolated , as disclosed in fiirthcr dctaU in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROl 192 (diown m Figure 280 and SEQ ro NO:389) has amino acid sequel 
like glycoprotein (GEN12838 IPl). Accordingly, it is presently believed diat PROl 192 disclosed in the present 
application is a newly identified member of the myelin PO glycoprotein feunily. 

5 

123. Full-length PROl 1<S0 PofvneDtides 

The presem inventionprovides newly identified and isolated nucleotidescquenceseo 
referred to in the presem application as PROl 160. In particular, cDNA encoding a PROl 160 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 
10 The DNA62872-1509 clone was isolated from a human breast tissue library using a trappiiig technique 

which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA62872-1509 clone does 
encode a secreted factor. As to as is known, die DNA628^- 1509 sequence eiicodes a novel factor designated 
herein as PROl 160; usiiig the WU-BLAST2 sequence alignment computer program, no significant sequence 
identities to any kxKvwn proteins were revealed. 

15 

124. Full-length PRQllg? PolvpeDtidcs 

The present invention provides newly identifiedand isolated nucleotide sequences encoding polypeptides 
rcfcired to in the present application as PROl 187. In particular, cDNA encodii^ a PROl 187 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 
20 As far as is known, the DNA62876-1517 sequence encodes a novel factor designated herein as 

PR01187; usingWU-BLAST2 sequence alignment computer programs, no significant sequence identities to any 
known proteins were revealed. 

125. )Full-length PR0118S PolvDeptides 

25 The present inventionprovidesnewly identified and isolated nucleotide sequences encodir^ polypeptides 

referred to in the present application as PROl 185. In particular, cDNA encoding a PROl 185 polypeptide has 
been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is known, the DNA62881-1515 clone encodes a novel factor designated herein as PROl 185; 
using WU-BLAST2 sequence alignment counter programs, no significant sequence identities to any known 

30 proteins were revealed. 

126. Full-length PR0134S PolvocDtides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present aj^lication as PR01345. In particular, cDNA encoding a PR01345 polypeptide has 
35 been identified and isolated, as disclosed in further detail in the Exanqiles below. 

Using the WU-BLAST2 sequence alignmcm conqmter program, it has been found that a full-lo^h 
native sequence PR01345 (shown in Figure 288 and SEQ ID NO:403) has amino acid sequence identity with 
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the C-iype lectinhomoJogprecursor protein of bos taurus (BTU22298_1). Accoidingly. it is presently believed 
that PR01345 disclosed in the present application is a newly identified member of the C-type lectin protein 
family and may possess activity typical of that family or of the tetranectin protein in particular. 

127. Full-length PP OIMS Polvnentldes 

niepresent inventionprovidcsnewty identified and isolated nucleotide sequencesencodingpolypqMides 
referred to in the present application as PR01245. In particular, cDNA encoding a PR01245 polypeptide has 
been idoitified and isolated, as disclosed in ftoher detal in the Examples bdow. 

The DN A64884- 1527 clone was identified using mefliods tiiat selects for nucleotide sequences enco<Kng 
secretedproteiDS. As far as is known, ti»eDNA64884-1527 sequence encodes a novel secreted factor designated 
herein as PR01245. Using WU-BLAST2 sequence alignment computer programs, some sequence identities to 
known protons were revealed; however, it was determined tiiat tiiey were hot significant. 



128. FiilMcngth P PmaWt Pohmeptidcs 
niepresentinvendonprovides newly identified and isolated nucleotide sequences encodingpolypeptides 
15 refened to m tiic presem application as PR01358. In particular. cDNA encoding a PR01358 polypeptide has 
been Identified and isolated, as disclosed in further detwl in tiie Examples below. 

Using WU-BLAST2 sequence alignmem conq>utcr programs, it has been found tiiat a fiill-lengih native 
sequence PR01358 (shown in Figure 292 and SEQ ID NO:410) has amino acid sequence identity with RASP-1 . 
Accordingly, it is piescndy beUeved Oiat PR01358 disclosed in the present application is a newly identified 
20 member of the serpin family of serine protease inhibitors and may possess serine protease inhibition activity, 
protein catebolism inhibitory activity and/or be assodatcd with regeneration of tissue. 

129. l^.ll.lBi.pfli PR01I«» Polvnentides 

The present invention provides newly identified and isolated nucleotide sequencesencodingpolypeptides 
25 leffened to in tiie present appUcation as PR01I95. In particular. cDNA encoding a PROl 195 polypeptide has 
been identified and isolated, as disclosed in fiirdier detail in the Exaiiq>les below. 

Usmg WU-BLAST2 sequence alignmem computer programs , it has been found that a fiill-lengai native 
sequence PR01195 (shown in Figure 294 and SEQ ID NO:4i2) has ammo acid sequence identity witii 
MMU28486 1, termed a proline rich acidic protein from Mus musculus, locus MMU28486, Accession: 
30 U28486, database GBTRANS. submitted 06-JUN-1995 by John W.Kasik. Accordingly, it is presentiybeUeved 
tiiat PROl 195 disclosed in die present application is a newly identified member of tiiis protein family. 

130. Kn U-H^nytb PR f>i^» PoivaeDtides 

The presem inventionprovides newly identifiedand isolatednucleotide sequences encodingptrfypeptides 
35 refijrred to in the piesem application as PRO1270. In particular, cDNA encoding a PRO1270 polypeptide has 
beea identified and isolated, as disclosed in fiirther detail in tiie Exan^les below. 
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Uri,« 4e WU-BLAm se«,ucnce alignn«« computer pre^ 
native sequence PRO1270 (shown in Figure 296 and SEQ ID NO:414) has amino acid sequence idennnr wfh 
the lectin IHOUMU (XLU86699.1) of Xenopus laevis. Accordingly. U is presendy believed tiuu PRO1270 
disclosed in fl« presem appUcation is a newly identified mender of d« lectin 

activity tyirical of diat family. 

131. F..mm ythPP ^iyyi PnlvDCDtides 
Thipresentinventionprwdesnewlyidentifiedandisolatednudeotideseque^ 
^fcnedtointhepresentapplicationasPROmi. particular. cDNA encodmg a PR01271 polypeptide has 
been identified and isolated, as disdosed in fimher detail in die Exampte 

As far as is known. d« DNA663(».15^ sequence encodes a novel factor designated heiem as 
PR01271;using WU-BLASnseqaencealigmnemcomputerprograms.no significant seq^ 

known prweins were revealed (results ftoher described in die examples bdow). 

132. ir..iHr"V*'' roQ1?75 P"lvn«rtkies 
15 TT^pr^seminventionprovidesncwlyidemifiedandisolatednudcotidesequa^ 

referred u> in d« presem application as PR01375. In particular. cDNA encoding a PR01375 polypeptide has 

been identified and isolated, as disclosed in funher detail in die Examples bdow. 

Using WU-BLASn sequence aligmnemcomputerprograms.it has been fbumlfl««afidl4e^ 

sequence PR01375 (shown in Figme 300 and SEQ ID NO:418) has amino acid sequence idemity PITK. 
20 Accordingly, it is presentiy beUeved dutt PR01375 disdoscd in the piesent application has a. least one related 
mechanism of PUT2. 



10 



133. 1?..r |.foii<»tli PP A^iff^ pnlvneptildes 
ThepresentinventionprovidesnewlyidemifiedandisoUtednucleotidesequencese 

25 referred«,tod.epresentapplicationasPROl385. to particular. cDNA encoding a PR0138S polypeptide has 
been idemified and isototed. as disclosed in further detafl in dK Examples bdow. 

The DNA68869-1610 clone was isolated ftom a hmmm tissue library using a trapping tedmique whKh 
sdects for nucleotide sequences encodmg secre^d proteins. Thus. d« DNA68869-1610 done does encode a 
secreted factor. As far as is known. ti« DNA68869^1610 sequence encodes a novd factor designated herem as 

30 PR01385;usingti.eWU-BUVSnseque««aligmnentcomputerpiognm,.nosig^ 

any known proteins were revealed. 

134. y..l VlMiyfh PR ^I^ Pnlvnciitides 
mpreseminvemionprovides newly identifiedandisolatednucleotide sequences enc^ 

35 referred to in *e present application as PR013S7. In particular. cDNA encoding a PR01387 polypeptide has 
been identified and isolated, as disdoscd in furdujr dctaa in d« Examples bdw^ 
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Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-lenglh 
native sequence PR01387 (shown in Figure 304 and SEQ ID NO:422) has amino acid sequence identity with 
the myelin pO protein protein precursor (MYPO_HETFR). Accoidnigly, it is presently believed that PR01387 
disclosed in the present application is a newly identified member of ihe myelm protein family and may possess 
activity typical of that fomily. 

5 

135. Full-icnyth PR01384 PoivDeptfdcs 
The present invention provides newly identified and isolated nucleotide sequencesencodingpolypepddes 
referred to in the present qjplication as PR01384. In particular. cDNA encoding a PR01384 polypeptide has 
been identified and isolated* as disclosed in funher detail m the Examples below. 
10 Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

sequence PR01384 (shown in Figure 306 and SEQ ID NO:424) has amino acid sequence identity witii NKG2-D 
(AF054819_1; Da>iioff database, version 35.45 SwissProt 35). Accordmgly, it is presently believed tiiat 
PR01384 disclosed in the present application is a newly identified member of die NKG2 family and may possess 
MHC activation/inactivation activities typical of the NKG2 fanuly. 

15 

B. PRO Variants 

In addition to the full-length native sequence PRO polypeptides described herein, it is contenq>lated that 
PRO variants can be prq>ared. PRO variants can be prepared by introducing appropriate nudeotide changes int^ 
the PRO DNA, and/or by syntiiesis of die desired PRO polypeptide. Those skilled m the art will sqppreciate diat 

20 amino acid changes may alter post-translational processes of the PRO, such as changing the number or position 
of glycosylation sites or altering the membrane anchoring characteristics. 

Variations in the native full-length sequence PRO or in various domains of die PRO described herein, 
can be made, for example, using any the techniques and guidelines for conservative and non-conservative 
mutations set fortii, for instance, in U.S. Patent No. 5.364,934. Variations may be a substimtion, deletion or 

25 insertion of one or more codons encoding die PRO tiiat results in a change in die amino acid sequence of die 
PRO as conq>ared widi die n^ve sequence PRO . Optionally the variation is by substimtion of at least one amino 
acid with any odier amino acid in one or more of the domains of the PRO. Guidance in determming which 
amino acid residue may be inserted, substimted or deleted widiout adversely affecting the desired activity may 
be found by comparing the sequence of die PRO widi diat of homologous known protem molecules and 

30 mmiTniTifig dic numbcT of amino acid sequence changes made in regions of high homology. Amino acid 
substitutions can be die result of replacing one amino acid with another amino acid having similar structural 
and/or chemical properties, such as die replacement of a leucine wiHh a serine, i.c., conservative amino acid 
replacements. Insertions or deletions niay optionally be in die range of about 1 to 5 amino acids. The variation 
allowed may be determined by systematically making inserti(His, deletions or substimtions of amino acids in die 

35 sequence and testii^ the resultii^ variants for activity exhibited by the fuU-lenigdi or mature native sequence. 

PRO polypeptide fragments axe provided herein. Such fragments may be truncated at the N-terminus 
or C-tcrminus, or may lack internal residues, for example, when compared widi a fidl lengdi native protein. 
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Certain fragments lack anuno arid residues that are ^ 
polypeptide. 

PRO toginents may be prepared IV any <rf a number of conventional teclmiqu« Desiit^ peptide 
fragments may be chemicaUysyntbesized. M alternative approach involves generating PRO fragments by 
enzymatic digestion, e.g.. by treating titt protein with an enzyme loKwn to cto^ 
particular amnio acid residues, or by digesting die DN A vdth suitable restriction enzymes and isolating the 
desired fragment. Yet another suitable technique involves isolating and amplifying a DN A fragment encodmg 
a desired polypeptide fragment. IVPoJyincrasechainieactionCPCR). OligomKleoddes that define the desired 
ttnnini of the DNA fragment are employed at 5' and 3' primers m the PCR. Preferably. PRO polypeptide 
fragnumts share at least one biological and/or famnunological activity widi the natiw 

herein. 

Inparticular embodiments, conservative substitutionsof interest are shown inTabtelmKler the h^ 
of preferred substinitions. If such substitutions result to a change in biological activity. flKm m<w substamial 
changes, denominated exemplary substinitions m Table 1 . or as further described below in reference to amino 
acid classes, are introduced and die products screened. 
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Table 1 



Original Exemplary Preferred 

Residue Substitutions Substitut^Qn^ 

5 Ala (A) val;leu;ile val 

Arg (R) lys; gbi; asn lys 

As&(N) gin; bis; lys; arg gin 

Asp(D) glu giu 

Cy8(Q ser ser 

10 Gin (Q) asn asn 

Glu (^) asp asp 

Gly (G) pro; ala ala 

His (H) asn; gin; lys; arg arg 

De (I) leu; val; met; ala; ftt; 

IS noiieucine leu 

Leu (L) norleucine; Ue; val; 

met; ala; pihe ile 

Lys (K) arg; gin; asn arg 

Met(M) leu;phe;ilc leu 

20 Phe (F) leu; val; ile; ala; tyr leu 

Pro(P) ala ala 

Ser (S) thr <hr 

Thr (T) ser ser 

Trp(W) tyr; phe *yr 

25 Tyr(Y) trp; phe; thr; ser phe 

Val (V) ile; leu; met; phe; 

ala; norleucine leu 



Substantial modifications in fimctionor immunological identity of the PRO polypeptide axe accomplished 
30 by selecting substinitions that differ significantly in their effect on mainuining (a) the structure of the polypeptide 

backbone in the area of the substitution, for example, as a sheet or helical conformation, Qy) the charge or 

hydrophcAicity of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 

are divided into gcoaps based on conmion side-chain properties: 

(i) hydrophobic: norleucine, met, ala, val, leu, ile; 
35 (2) neutral hydrpphiiic: cys. ser, thr; 

(3) acidic: asp, ghi; 

(4) basic: asn, ghi, his, lys, arg; 

(5) residues that mfluence cham orientation: gly, pro; and 

(6) aromatic: trp, tyr, phe. 

40 Non-conservative substitutions will entail exchanging a member of one of these classes for another class. 

Such substituted residues also may be introduced into the conservative substimtion sites or, more preferably, into 
the remaining (non-conserved) sites. 

The variations can be made using methods known in the art such as oligonucleotide-mediated (site- 
directed) mutagenesis, alamne scanning, and PCR muugenesis. Site-directed mutagenesis [Carteret al., Nucl. 

45 Acids Res.. 11:4331 (1986); ZoUer et al.. Nucl. Acids Res.. ia:6487 (1987)], cassette mutagenesis [WcUs el 
al.. Gene. M:315 (1985)]. restriction selection mutagenesis [Wells et al.. PhDos. Trans, R. Soc. London SerA. 
317:415 (1986)] or other known techniques can be performed on die cloned DNA to produce the PRO variam 
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DNA. 

Scaiming aauno add analysis can also be enqdoyed to 5^ 
contiguoussequcnce. Among the preferred scanning amino acids a«rcladveiysn«dl.nc^ 
amino acids include alanine, glycine, serine, and cysteine. Alanine is typicaUy a preferred scamring amino ac«l 
ar«mg tlusgmupbecauseitdimina.es the side^beyondthebe^ 

chain conformation of fl« variant lOmningham and Wells. ^siSBO. ^ 1081-1085 (1989)). Alanine is also 
typicallypreferredbecauseitisAemostcommonaminoacid. Further, fe is firequemlyfomul in bod. buried and 
exposed positions [Creighton. <W.H. F«eman & Co.. N.Y.); Chothia. L^JsLJiaL 122=1 

(1976)1. Ifalaninesubstitutiondoesnotyieldadequateamountsofvariant.anisoierica^ 

Covalem modifications of PRO are included within the scope of diis invention. One type of covalent 
modification includes reacting targeted amino acid residues of a PRO polypeptide with an organic derivatizing 
agem that is capable of reacting wifli selected side chains or the N- or C- tenninal reside 
Derivatizationwithbifunctional agents is useM. for instance, for crosslinkm^ 

nuttrix or surface for use in the method for purifying anti-PROamibodies. and vice-vers^ Commonlyused 
cTO«linking agents include, e.g.. l.l-bis(dia2oacetyl)-2-phenylethane. gluuitaldehyde. N-hydroxysucdnimide 
esters, for example, esters widi 4-azidosalicylic acid, homobifimctional imidoesters. induding disucdnimidyl 
esters sudi as 3.3'-difliiobis(sucdmmidylpropionate). bifimctional maleimides sudi as bis-N-maleimido-LS- 

octane and agents such as medvl-3-[CP-«^<>«*'»aO'')<'''*"^^^ 

Otfier modifications inchule deamidation of glutaminyl and asparaginyl residues to die corresponding 
glutamyl and aspartyl residues, respectively, hydroxylation of proline and lysine, phosphorylation of hydroxy! 
groups of seryl or direonyl residues, mettiylation of ti« a-amino groups of lysine, arginme. and histidine side 

riinim IT r — r— Pnr- «'"''^"'^^^«^Propefti^7w:H:F^^ 

pp. 79-86 (1983)1. acetylation of die N-terminal amine, and amidation of any C-terminal cariwxyl group. 

A««her type of covalent modification of d»e PRO polypeptide included widiin die scope of tins 
invention comprises altering the native glycosylation pattern of d« polypeptide. "Altering tbt native 
glycosylationpatteni-isimendedforpmposeshereintomeandeletingoneormorecarbd.^^ 
in native sequence PRO (eiflier by removing d» underiying glycosylation site or by ddeting die glycosylation 
by diemical and/or enzymatic means), and/or addmg one or more glycosylation sites dua are not present in die 

I native sequence PRO. m addition, die phrase includes qualitative changes in die glycosylation of die mitive 
proteins, invdving a diange in die nature and proportions of die various carbohydrate 

AddUionofglycosylation sites to die PROpolypeptide may be accomplishedby altering die a^ 
sequence. The alten«ion may be made, for example, die addition of . or substitution by, one or more serine 
or ti^onine residues to die native sequence PRO (for O-linked glycosylation sites). The PRO amino add 

5 sequence may optionaUy be altered duoughduoiges at ti« DNA levd.particdarlyl^ mutating 
encoding die PRO polypeptide at preselected bases such dua codons are generated d«^ 

dented amino acids. 
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Another means of increasing the number of carbohydrate moieties on the PRO polypeptide U by 
chemical or enzymatic coupling of glycosides to the polypeptide. Such methods arc described in ti» art. e.g., 
in WO 87/05330 publidied 11 September 1987, and in Aplin and Wristo^^ ClRq CriT, ^^PYi PiochqBM PP> 259- 
306(1981). 

Removal of carbohydrate moieties prcscm on the PRO polypeptide may be accomplished chemically 
5 or enzymatically or by mutational substitution of codons encoding for amino acid residues tiiat serve as targets 
for glycosylation. Chemical deglycosylation techniques arc known in the art and described, far instance, by 
Hakimuddin, « al., Arrh Rinchem. BioDhvs,. 252:52 (1987) and by Edge ct al., An^, ^^ochcffl„ lia:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by die use of a variety 
of cndo- and exo-glycosidascs as described by Thotakura ct al-, Myrh, pn^p|» l2Sl350 (1987). 
10 Another type of covalcnt modification of PRO comprises linking the PRO polypeptide to one of a varicQ^ 

of nonproteinaceous polymers, e.g., polyetiiylcne glycol (PEG), polypropylene glycol, or polyojQralkylenes, in 
themanncr set fortiimU.S. Patent Nos. 4.640,835; 4,496.689; 4,301,144; 4.670.417; 4,791, 192 or 4. 179.337. 

The PRO of the present invention may also be modified in a way to form a chimeric molecule 
comprising PRO fused to another, heterologous polypeptide or amino acid sequence. 
15 In one embodiment, such a chimeric molecule conq>rises a fusion of the PRO with a tag polypeptide 

which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is gcncraUy placed 
at the ammo- or carboxyl- terminus of die PRO. The presence of such cpitope-tagged forms of the PRO can be 
detected using an antibody against the tag polypeptide. Also, provision of die epitope tag enables the PRO to 
be readily purified by affimty purification using an anti-tag antibody or another type of affinity matrix feat binds 
20 to die epitope tag. Various tag polypeptides and Aeir respective antibodies arc weU known in die art. Examples 
include poly-histidine (poly-his) or poly-histidine-glycine (poly-his-gly) tags; the flu HA tag polypeptide and its 
antibody 12CA5 [Field et al., Mol. Cell. Biol.. £:2159-2165 (1988)); die cmyc tag and the 8F9, 3C7. 6E10. 
G4.B7 and 9E10 antibodies thereto [Evaneial.. Molecular and Cellular Biology, S:3610-3616 (1985)]; and die 
Herpes Simplex vinis glycoprotein D(gD) tag and its antibody [Paborskyet^^ Protein Enpine^nns^ 2(6):547- 
25 553 (1990)]. Otiier tag polypeptides mclude die Flag-peptide [Hopp ct al.. BioTechnotogy, fi:1204-1210 
(1988)]; die KT3 epitope peptide (Martin ct al.. Science . 25^:1^-194 (1992)]; an a-mbulin epitope peptide 
[Skinner et al.. J- Biol. Chem,. 266:15163-15166 (1991)]; and die T7 gene 10 protem peptide tag ILuiz- 
Frcycrmudi ct al.. Pmc. Natf . Acad. Sci. USA. gZ;6393-6397 (1990)]. 

In an alternative embodiment, die chimeric molecule may comprise a fusion of die PRO widi an 
30 immunoglobulinoraparticularregionofanimmunoglobulin. For a bivalent form of die chimeric molecule (also 
referred to as an "unmunoadhesin-), such a fusion could be to die Fc region of an IgG molecule. The Ig fusions 
preferably include die substitution of a soluble (transmembrane domain deleted or inactivated) form of a PRO 
polypeptide in place of at least one variable region widiin an Ig molecule. In a particulariy preferred 
embodiment, die immunoglobulin fusion includes die hinge, CH2 and CH3, or die hinge. CHI, CH2 and CH3 
35 regions of an IgGl molecule. For die production of immunoglobulin fusions see also US Patent No. 5.428.130 
issued June 27, 1995. 
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The description below relates prinuurily to pToduction of PRO by culturixig cells transformed or 
transfected with a vector containing PRO nucleic acid. It is, of course, contemplated that altemadve methods, 
which are well known in the art, may be enq>loyed to prepare PRO. For instance, the PRO sequence, or 
portions diereof, may be produced by direa peptide synthesis using solid-i^iase techniques [see, e.g., &ewart 
5 et al., Solid-Kiase Peptide Synthesis. W.H. Freeman Co.. San Francisco, CA (1969): Merrifidd. J. Am, Chem. 
Soc.. 85:2149*2154 (1963)]. In vino protein synthesis may be performed using manual techniques or by 
automatioQ. Automated synthesis may be acconiplished, for instance, usi^g an Applied Biosystems Peptide 
Syndicsizer (Foster Ci^, CA) using manu&cturer's instructions. Various portions of the PRO may be 
chemically synthesized separately and combined using chemical or enzymatic methods to produce the M-leogth 
10 FRO. 

1. Isolation of DNA Encoding PRO 
DNA encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 
the PRO mRNA aiKl to express it at a detectable level. Accordingly, human PRO DNA can be conveniendy 
IS obtained from a cDNA library prepared firom human tissue, such as described m the Exanqples. The PRO- 
encodii^ gene may also be obtained irom a genomic library or by known synthetic procedures (e.g., automated 
nudeic acid synthesis). 

Libraries can be screened with probes (such as antibodies to the PRO or oligonucleotides of at least 
about 20-80 bases) designed to identify the gene of interest or the protein encoded by it. Screening the cDNA 

20 or genomic library with the selected probe may be conducted using standard procedures, sudi as described in 
Sambrook et al.. Molecular Cloning: A Laboratory Manual (New York: Cold Sprixig Harbor Laboratory Press, 
1989). An alternative means to isolate the gene encoding PRO is to use PCR methodology [Sambrook et al., 

suprai -Dicffcnbachet al.. -PCRPrimer:-A-LaboratOTV-Manual- (ColdSDring-Ha^ — 

The Examples below describe techniques for screening a cDNA library. The oligonucleotide sequences 

25 selected as probes should be of sufficient leiigth and suf^ciently unambiguous that false positives are minimized. 
The oligonucleotide is preferably labeled such that it can be detected upon hybridization to DNA in the library 
being screened. Methods of labeling are weU known in the art, and include the use of radiolabels like ^P-labeled 
ATP, biotinylation or enzyme labelii^. Hybridization conditions, including moderate stringency and high 
stringency, are provided in Sambrook et al., 

30 Sequences identified in such library screening methods can be compared and aligned to other known 

sequences deposited and available in public databases such as GenBank or other private sequence databases. 
Sequence identity (at either the amino acid or nucleotide level) within defmed regions of the molecule or across 
the fiilMength sequence can be determined using methods known m the art and as described herein. 

Nucleic acid having protein coding sequence may be obtained by screening selected cDNA or genomic 

35 libraries using the deduced ammo acid sequence disclosed herein for the first time, and, if necessary, using 
conventional primer extension procedures as described in Sambrook et al., supra, to detect precursors and 
processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 
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2. Selecrion and T ransformation of Host CeUs 
Host cdls are transfected or transformed with expression or cloning vectors described herein for PRO 
production and cultured in conventional nutrient media modified as appropriate for nwhicing promoters, selecting 
transformants. or amplifying the genes encoding the desired sequences. The culmre conditions, such as media, 
temperature, pH and the like, can be selected lvtl«skiUed artisan witf^ Ingcncral, 
5 principles, protocols, and practical techniques for maximizing the productivior of cell cultures can be found m 
yu^ammalian Ce}\ Biotechnolot fYi ? ^^tical Approach, M. Butler, ed. (IRL Press. 1991) and Sambrook ct al., 
supra. 

Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 
skilled artisan, for example, CaClj, CaPO*, liposome-mediated and elcctropoiation. Dcpendmg on the host cell 
10 used, transformation is performed using standard techniques appropriate to such celk^ The calcium treatment 
employing calcium chloride, as described in Sambrook et al., supra, or eleciroporation is generally used for 
prokaiyotcs. Infection wth Agrobactmum tunufadens is used for transformation of certain plam cells, as 
described by Shaw etal.. Gene. 23:315 (1983) and WO 89/05859 published 29 June 1989. For mammalian cells 
without such cell walls, the calcium phosphate precipitation metiiod of Graham and van der Eb, VjypteKY, 
15 5^:456-457 (1978) can be enq>loyed. General aspects of mammalian cell host system transfections have been 
described m U.S. Patent No. 4,399,216, Transformations into yeast are typicaUy carried out according to the 
metiKKiofVanSolmgenetal., Ll2CI^IM:946(19T7)andHsi Proc. Nati, Acad, Sci, (U$A), 2fi:3829 

(1^79). However, other methods for introducing DNA into cells, such as by nuclear micromjection, 
electroporation, bacterial protoplast fusion widi intact cells, or polycaiions. e.g.. polybrene, polyomithme, may 
20 also be used. For various techniques for transforming mammalian cells, see Keown et al.. Methods m 
PnT ymnln^. 185:527-537 (1990) and Mansour et al.. Namre. 336:348-352 (1988). 

Suitable host cells for cloning or expressing the DNA in the vectors herem include prokaryote, yeast, 
or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or GramiXKitive organisms, for example. Entcrobacteriaceae such as £. coU. Various £. coU strains are 
25 publicly available, such as E. coU K12 strain MM294 (ATCC 31,446); £. coU X1776 (ATCC 31,537); E. coU 
strain W3110 (ATCC 27,325) and K5 772 (ATCC 53,635), Other suitable prokaiyotic host cells include 
Entcrobacteriaceae such as Eschenchia, e.g., £. coU, Enterobacter, Erwinia, KlebsieUa, Proteus, Salmonella, 
e.g.. Salmonella typhimurium, Serratia, e.g., Serratia marcescans, and Shigella, as weU as BadUi such as B. 
subtUis and B. Uchemformis (e.g., B. Uchenifomis 41P disclosed in DD 266,710 published 12 April 1989), 
30 Pseudomonas such as P. aeruginosa, and Streptomyces . These examples are illustrative ratiier tiian luniting. 
Strain W3 1 10 is one particularly preferred host or parent host because it is a conunon host strain for recombinant 
DNA product fermentations. Preferably, tiie host cell secretes mininial amounts of proteolytic enzyme For 
example, strain W31 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous 
to the host, with exan^les of such hosts uiduding £. coU W3 1 10 stram 1 A2, which has the complete genotype 
35 tonA ; £. coU W3110 stram 9E4, which has die complete genotype tonA ptr3; £. coli W3U0 strain 27C7 
(ATCC 55,244), which has the complete genotype tonA ptrS phoA E15 (argF-lac)169degPonq>Tkarr; E.coU 
W31 10 strain 37D6, which has tiie complete genotype tonA ptrSphoA E15 (argF'lac)169 degP ompT rbs7 
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„«aiion; andan E. coffstnunhavfa«mu.amperiplasrnkpxou««di«^ PatemNo. 4.1M6.783issued 
7ABgustl990. Alffimatively. invftn, methods of doning. e.g.. KR or other nucleic acid polym^^ 

are suitable. . ^, , • 

in addition to prokaryotes.eukaiyoticnucrobes such as fil^ 

5 orexpressionhoststoPRO-encodingvectors. Si«xto~myc«cer«w5i«eisaco.mnonlyiBed^^^ 

hostmicioorganism. Other, inchuie Stf«as«cdto^«vc«/H>m«« (Beach and Nurse, iaaass.290: 140[19811; 
EP 139 383 published 2 May 1985): H«yv«t«9«« hosts (U.S. Patent No. 4.943.529; Fleer et al.. 
gi2fl:^a!to9:968-«^5(l991))s^ 

Osc^ 737 tl9831). K. fragiUs (ATCC 12.424). K. tulgaricus (ATCC 16.045), K. ^^ckerami (ATCC 
10 24 178). Jf. >«iW.- (ATCC 56.500). K. df^hUarum (ATCC 36.906; Van den Berg et al.. iiafTechn^ 
8 i35 (1990)). K. themaoUrans, and K. mamium: yarro^ (EP 402.226); Ke«fl pa«o/i, (EP 183.(nO: 
Sreekrishna et al.. } M^H>biol.. 28:265-278 119881); G»ufia«.- 7>,c*«fcn«i (EP 244.234); 
N«cn«po;«am«.(Caseetal..Pn>r NBtl Acad. Sci. USA. 76:5259-5263 [19791); San««««>myc« such as 
&*M«»«o«yr« ocademlis (EP 394.538 published 31 October 1990); and filamentous fungi «. «•«•. 
15 Ar«^«.P.«.».ra(w««tofi«m(W091/^^ .45p«x.ito hosts such 

as^ »iM (TLllwr rt.1 — T °iTV rnmmun.. 1 12.284-289 [19831; Tilbum et al.. SfflS. 

26-205-221 (19831; Yeltonetal., ?vf m fty^. S^i, VSA. 81: 1470-1474 [19841) and A m,«- (Kelly and 
Hynes EhfflOL. 4:475^79 [19851). Methylotropic yeasts are suitable herein and inctade. but are not hmiied 
«, y^stcapableofgrowthonmethanolselectedftomthegeneraconsistingof Ha«.n«Ia. CWuto. «c«cto«. 
20 S^d«.«»nyces. r^^ic^is. and«uxiaro«to. Alistof specific species .hat ai^exeniplaty of this class 

of yeasts may be found in C. Anthony. Th<^ BiPfflreniiynr of MfftlvMCThS. 269 (1982). 

S^,,M, ..... fnr expression of glycosylate d PRO are derived from multicell ular organisms. 



Examples of ^vertebrate cells taclude insect ceUs such as Drosophila S2 and Spodoptera Sf9. as weU as plant . 
cells Examples of useM mammalian host cdl lines indude Chinese hamster ovary (CHO)and<;OS^^ 
25 More spedfic examples include monkey kidney CVl Une transformed by SV40 (COS-7. ATCC CRL 1651); 
human embryonic kidney line (293 or 293 cdls subcloned for growth in suspension culmre. Graham et al.. 
nenv^ 36:59 (1977)); Chinese hamsKr ovary cells/-DHFR (CHO. Urlanb and Chasin. Proc.Nfttf.Aff4, 
SsUISA. 77:4216(1980)); mouse sertoUcellsCrM4. Mather. fiiaLBffiSaL. 23:243-251 (1980)); human tang 
cells (W138. ATCC CCL 75); human Uver cells (Hep G2. HB 8065); and mouse mammary mmor (MMT 
30 060562. ATCC CCL51). The selection of the appropriate host ceU is deemed to be within the skill in 

3. itelecrion and of a Replicable Vector 
Thenucleicacid(e.g..cDNAorgeDomicDNA)encodingPROmaybeinsertedintoarepUcablevector 

forcloning(amplificationoftheDNA)orforexpiession. Various vectors are publicly available. Thevector 
35 may for example, be in fte form of a plasmid. cosmid. viral partide. or phage. The appropriate m«leic acul 
sequence may be fanned imo the vector by a variety of procedures. In general. DNA is toserted imo an 
app«,priate restriction endom^lease site(s) using tedmiques known in the art. Vector components generally 
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include, but are not limited to, one or nx>re of a signal sequence, an origin of replication, one or more marker 
genes, an enhancer element, a promoter, and a transcription termination sequence. Constnictioii of suitable 
vectors containing one or mote of these components employs standard ligation techniques which are known to 
the skilled artisan. 

The PRO may be produced recombinantly not only direcdy, but also as a fusion polypeptide with a 
5 heterologous polypeptide, whidi may be a signal sequence or odier polypeptide having a specific cleavage site 
at the N-terminus of the mature protein or polypeptide. In general, the signal sequence may be a component of 
the vector, or it may be apart of the PRO-encodmg DNA that is inserted mto the vector. The signal sequence 
may be a prokaryotic signal sequence selected, for example, from die group of the alkaline phosphatase, 
penicillinase, Ipp, or heat-stable enterotoxin II leaders* For yeast secretion the signal sequence m^ be, e.g., 

10 the yeast invertase leader, al[^ factor leader (including Saccharomyces and Kluyveromyces a-factor leaders, 
the latter described in U.S. Patent No. 5,010.182), or acid phosphatase leader, the C. aibicans glucoamylase 
leader (EP 362,179 published 4 April 1990), or the signal described in WO 90/13646 published IS November 
1990. In m a mm alia n cell egression, mammalian signal sequences may be used to direct secreticm of the 
protein, such as signal sequences from secreted polypeptides of the same or related species, as well as viral 

IS secretory leaders. 

Both expression and cloning vectors contain a nucleic acid sequence thai enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from the plasmid pBR322 is suitable for most Gram-negative bacteria, the 2fi plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 

20 cloning vectors in mflmmfliian cells. 

Expression and cloning vectors will typically contain a selection gene, also termed a selectable marker. 
Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g., an^icillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical nutrients 
not available from complex media, e.g., the gene «acodiiig D-alanine racemase for Bacilli. 

25 An example of suitable selectable markers for manmialian cells are those that enable the idemification 

of cells competent to take up the PRO-encoding nucleic acid, such as DHFR or thymidine kinase. An 
appropriate host cell when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
prepared and propagated as described by Urlaubetal., Proc. Nad. Acad. Sci. USA. 77!42l6riORn^ A suitable 
selection gene for use in yeast is the trp\ gene present in die yeast plasmid YRp7 [Sdnchcomb et al., Nanire. 

30 282:39 (1979); Kingsman et al.. Gene . 7:141 (1979); Tschemper et al.. Gene. 10:157 (1980)]. The trp\ gene 
provides a selection marker for a mutant strain of yeast lacking the ability to grow m tryptophan, for exan^>le, 
ATCC No. 44076 or PEP4.1 [Jones, Genetics. 85:12 (1977)]. 

Expression and cloning vectors usually contain a promoter operably linked to the PRO-encoding nucleic 
acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cells arc well 

35 knowiL Promoters suitable for use with prokaryotic hosts mclude the P-iactatxme and lactose promoter systems 
[Chang et al., Nanire. 275:615 (1978); Goeddel et al., Nanire. 281:544 (1979)], alkaline phosphatase, a 
tryptophan (trp) promoter system [Goeddel, Nucleic Acids Res 8:4057 (1980); EP 36,776), and hybrid 



354 



wo 99/63088 



PCTAJS99A122S2 



promoters such as the tac promcKer [deBoer ct al., Proc. Nat!. Acad, Sci. USA, 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Dalgamo (S.D.) sequence operably linked to the DNA 
encoding PRO. 

Examples of suitable promoting sequences for use with yeast hosts include the promoten for 3- 
phosphoglyccratc kinase [Hitreman et al., J. Biol. Chem.- 255:2073 (1980)] or other glycolytic «izynies [Hess 

5 el al., J. Adv. Enzyme Reg» 7:149 (1968); Holland. Biochemistry, 17:4900 (1978)], sudi as enolase, 
glyceralddiyde-3-phosphate dehydrogenase, hexokinase,pynivatedecarboxylase,itosphofructokinase,ghxx»e- 
6-phosphate isomerase, 3-phosphoglycerate mutase, pyruvate kinase, triosephos[diateisomerase,phoqd]Qghxxise 
isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 

10 controlled by growth conditions, are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, metallothionein, glyceraldehyde-3- 
phosf^iate del^drogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 
promoters for use in yeast expression are fiirdier described in EP 73,657. 

PRO transcription from vectors in mammalian host cells is controlled, for example, by promoters 

IS obtamed from the genomes of viruses such as polyoma virus, fowlpox virus (UK 2,21 1,504 published 5 July 
1989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus, hepatitis-B virus and Simian Virus 40 (SV40), from heterologous mammalian promoters, e.g., the 
actin promoter or an inmiunoglobulin promoter, and from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 

20 Transcription of a DNA encoding the PRO by higher eukaryoies may be increased by insertmg an 

enhancer sequence into the vector. Enhancers are cis-acting elements of DNA. usually about from 10 to 300 
bp, that act on a promoter to increase its transcription. Many enhancer sequences are ikiw known from 

mammalian genes (globing elastascralbumin,- a-fetoprotein ,-and insulin).— Typically ,-howcver,-one will iise an 

enhancer from a eukaryotic cell virus. Examples include the SV40 enhancer on the late side of the replicaticm 

25 origin (bp 100-270), the cytomegalovirus early promoter enhancer, the polyoma enhancer on the late side cf the 
replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5* or 
3' to the PRO coding sequence, but is preferably located a a site 5' from the promoter. 

Expression vectors used m eukaryotic host cells (yeast, fungi, insect, plant, animal, human, or nucleated 
cells from other multicellular organisms) will also contain sequences necessary for the terminaticHi of 

30 transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5* and, 
occasionally 3*, untranslated regions of eukaryotic or viral DNAs or cDNAs. These regions contain nucleotide 
segments transcribed as polyadenylated fragments in the tmtranslated portion of the mRNA enoodir^ PRO. 

Still other methods, vectors, and host cells suitable for adaptation to the synthesis of PRO in 
recombinam vertebrate cell culonre are described in Gething et al., Nanire . 293:620-625 (1981); Mantei et al., 

35 Nature, 281:40-46 (1979); EP 117,060; and EP 117,058. 
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4. Detecting Gen e Amolification/ExDrtssion 
Gene amplification and/or expression may be measured in a sample directly, for exan^le, by 
conventional Southern blotting. Northern blotiirig to quaniitatc the transcr^)tion of mRNA [Thomas, Pr^i Nfttti 
Acad. Sci. USA, 77:5201-5205 (1980)], dot blotting (DNA analysis), or in situ hybridization, using an 
appropriately labeled probe , based on die sequences provided herein. Alternatively, antibodies may be enq>loycd 
5 that can recognize specific duplexes, includmg DNA duplexes, RNA duplexes, and DNA-RNA hybrid duplexes 
or DNA-protein duplexes. The antibodies m turn may be labeled and die assay may be carried out where the 
duplex is bound to a surface, so diat i^xm the formation of duplex on die surface , die presence of antibody bound 
to the duplex can be detected. 

Gene wqwession, alternatively, may be measured by immunolpgical metixxls, such as 
10 immun<Aistochemical stainmg of cells or tissue sections and assay of cell culture or body fluids, to quantitate 
directiy die expression of gene product. Antibodies useful for immuncAiistochemical staming and/or assay of 
sample fluids rosy be eidier monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, die 
antibodies may be prepared against a native sequence PRO polypeptide or against a syndietic peptide based on 
die DNA sequences provided herein or agamst exogenous sequence fused to PRO DNA and encoding a specific 
15 antibody epitope. 

5. Purification o f PolvDeDtide 
Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 

it can be released from die membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
20 cleavage. Cells employed in ejqiression of PRO can be disrupted by various physical or chemical means, such 

as freeze-diaw cycling, sonication, mechanical disruption, or cell lysing agents. 

It may be desired to purify PRO from recombinant cell proteins or polypeptides. The following 

procedures are exemplary of suitable purification procedures: by fractionation on an iwHCXchange column; 

edianol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
25 DEAE; chromatofocusing; SDS-PAGE; ammonium sulfate precipitation; gel filtration using, for example, 

Sephadex G-75; protein A Sepharose columns to remove contaminants such as IgG; and metal chelating columns 

to bind epiiope-taggcd forms of die PRO. Various mediods of protein purification may be enq)loycd and such 

metiK)ds are known in die an and described for example in Deutschcr, Meti^o^s m pHzymplogY, 182 (1990); 

Sc<^, Protein Purific^t^nn; Princit^le s and Practice. Springer-Verlag, New York (1982). The purification 
30 step(s) selected will depend, for example, on die nature of die production process used and die particular PRO 

produced. 

E. Uses for PRO 

Nucleotide sequences (or tiicir complement) encoding PRO have various plications m die art of 
35 molecular biology, including uses as hybridization probes, in chromosome and gene mapping and in die 
generation of anti-sense RNA and DNA. PRO nucleic acid will also be useful for die preparation of PRO 
polypeptides by the recombinant techniques described herein. 
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The full-length native sequence PRO gene, or portions thereof, may be used as hybridizaticm i»obes 
for a cDNA library to isolate the full-length PRO cDNA or to isolate still other cDNAs (fbr instance, those 
encoding naturally-occurring variants of PRO or PRO from other spec ies) which have a des ired sequence identity 
to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to about 50 
bases. The hybridization probes may be derived from at least partially novel regions of dte fiill length native 
5 nucleotide sequence wherem those regions may be determined without undue e^qierimentation or from genomic 
sequences including promoters, enhancer elements and introns of native sequence PRO. By way of example, 
a screening method will conqnise isolating the coding region of the PRO gene using the known DNA sequence 
to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety of labels, 
tnchidiiig radionucleotides such as ^P or ^S, or enzymatic labels such as alkaline phos|dmtase coiqiled to fhe 

10 probe via avi^n/biotin coi^ling systems. Labeled p^robes having a sequmce complementary to that of the PRO 
gene of the present invention can be used to screen libraries of hmnan cDNA, genomic DNA or mRNA to 
determine which members of such libraries the probe hybridizes to. Hybridization tedmiques are described in 
further detail in the Examples below. 

Any EST sequences disclosed in the presem application may similarly be employed as probes, using 

IS the mediods disclosed herein. 

Odier useful fragments of the PRO nucleic acids include antisense or sense oligonucleotides conq>risiQg 
a singe-stranded nucleic acid sequence (either RNA or DNA) capable of binding to target PRO mRNA (sense) 
or PRO DNA (antisense) sequences. Antisense or sense oligonucleotides, according to the present invention, 
con^mse a fragment of the coding region of PRO DNA. Such a fragment generally comprises at least about 14 

20 nucleotides, preferably from about 14 to 30 nucleotides. The ability to derive an antisense or a sense 
oligonucleotide, based upon a cDNA sequence encoding a given protein is described in, for example. Stein and 
Cohen (Cancer Res. 48:2659. 1988) and van der Krol et al. ( BioTechniques 6 :958. 1988). 

BixKiing of antisense or sense oligonucleotides to target nucleic acid sequences results in th^ 

of duplexes that block transcription or translation of the target sequence by one of several means, includii^ 

25 enhanced degradation of the duplexes, premature termination of transcription or translation, or by odier means. 
The antisense oligonucleotides thus may be used to block expression of PRO proteins. Amisense or sense 
oligonucleotides further conxprise oligonucleotides having modified sugar-phos[^odiester backbotses <or otiier 
sugar linkages, such as those described in WO 91/06629) and wherein such sugar linla^ are resistant to 
endogenous nucleases. Such oligonucleotides with resistant sugar linkages are stable in vivo (i.e., capable of 

30 resisting enz^rmatic degradation) but retain sequence specificity to be able to bind to target nucleotide sequences. 

Other examples of sense or antisense oligonucleotides include those oligonucleotides which are 
covalentiy linked to organic moieties, sudi as those described in WO 90/10048, and other moieties that increases 
afRniiy of the oligonucleotide fbr a targ^ nucleic acid sequence, such as poly-(L-lystiK). Furtiier still, 
intercalating agents, such as ellipticine, and alkylating agents or metal complexes may be attached to sense or 

35 antisense oligonucleotides to modify binding specificities of the antisense or sense oligoxuideotide for the target 
nucleotide sequence. 
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Antisense or sense oligonucleotides may be introduced imo a cell containing the target nucleic acid 
sequence by any gene transfer mediod, includioig, for exanqple, CaP04-mediated DNA transfection, 
electn^xnration, or by using gene transfer vectors such as ^istein-Barr virus. In a preferred procedure, an 
antisense or sense oligonucleotide is inserted mto a suitable retroviral vector. A cell containing die target nucleic 
acid sequence is contacted with die recombinant retroviral vector, either invtvootex vivo. Suitable retroviral 
vectors include, but are not limited to, diose derived from the murine retrovirus M-MuLV, N2 (a letroviras 
derived from M-MuLV), or the double copy vectors designated DCT5A, DCT5B and 0CT5C (see WO 
90/13641). 

Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 
sequence by formation of a conjugate with a ligand binding molecule, as described m WO 91 A)4753. Suitable 
ligand bindmg molecules include, but are not limited to, cell surface receptors, growth factors, other cytokines, 
or other ligands that bind to cell surface recqnors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of the ligand binding molecule to bind to its corre^nding molecule 
or receptor, or block entry of die sense or antisense oligonucleotide or its conjugated version into die cell. 

Alternatively, a sense or an antisense oligonucleotide may be introduced into a cell containing the target 
nuddc acid sequence by formation of an oligonudecKide-lipid conq>lex, as described m WO 90/10448. The 
sense or antisense oligonucleotide-lipid conq>lex is preferably dissociated widiin the cell by an endogenous lipase. 

The probes may also be enq>loyed in PGR techniques to generate a pool of sequences for identification 
of closely related PRO coding sequences. 

Nucleotide sequences encoding a PRO can also be used to construct hybridization probes for mapping 
the gene which encodes diat PRO and for the genetic aiuilysis of individuals widi genetic disorders. The 
nucleotide sequences provided herein may be mapped to a chromosome and specific regions of a chromosome 
using known techniques, such as in situ hybridization, linkage analysis against known chromosomal maricers, 
and hybridization screening widi libraries. 

When die coding sequences for PRO encode a protein which binds to anodier protein (example, where 
the PRO is a receptor), die PRO can be used in assays to identify the other proteins or molecules involved in the 
binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be identified. 
Proteins involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors 
or agonists of die binding interaction. Also, the receptor PRO can be used to isolate correlative ligand(s). 
Screening assays can be designed to find lead compounds that mimic the biological activity of a native PRO or 
a receptor for PRO. Such screening assays will include assays amenable to high-throughput screening of 
chemical libraries, making them particularly suitable for identifying small molecule drug candidates* Small 
molecules conten^>lated include synthetic organic or inorganic compounds. The assays can be performed in a 
variety of formats, including protein-protein bmding assays, biochemical screening assays, immunoassays and 
cell based assays, which are well characterized in die an. 

Nucleic acids whidi encode PRO or its modified forms can also be used to generate either transgenic 
animals or "knock out" animals which, in turn, are useful in the development and screening of then^)eutk:ally 
useful reagents. A transgenic animal (e.g., a mouse or rat) is an animal having cells thai contain a transgene» 
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^i^nch transgcne was introduced into die animal or an ancestor of die animal at a prenatal, c.g.. an embryonic 
stage. A transgcne is a DNA whidi is integrated into die genome of a cell fipom wdiich a transgenic animal 
develops. In one embodiment, cDNA encoding PRO can be used to done genomic DNA encodiAg PRO in 
accordance widi established techniques and d» genomic sequences used to generate transgenic animals diat 
contain cells which express DNA encoding PRO. Mediods for generating transgenic animals, particulariy 

5 animals such as mice or rats, have become conventional m die art and are descri^^ 

Nos. 4,736,866 and 4,870,009. Typically, particular cells would be targeted for PRO transgcne incorporation 
widi tissue-specific enhancers. Transgenic animals diat include a copy of a transgcne encodmg PRO introduced 
into dw germ line of the animal at an embryonic stage can be used U) examine die efi^ 
of DNA encodmg PRO. Such animals can be used as tester animals for reagents diought to confer protection 

10 from, for exan^le, padiological conditions associated widi its overexpression. In accordance witii dus foccl of 
die invention, an animal is treated with die reagent and a reduced incidence of die pathological condition, 
conqKued to untreated animals bearing the transgcne, would indicate a potential dienqpeutic mtervention for die 
pathological condition. 

Alternatively, non-human homolagues of PRO can be used to construct a PRO "knock out" animal 
15 which has a defective or altered gene encoding PRO as a result of homologous recombination between die 
endogenous gene encoding PRO and altered genomic DNA encoding PRO introduced into an emlnyonic stem 
cell of die ammal. For cxanq)le, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance widi establidied techniques. A portion of die genomic DNA encoding PRO can be deleted or 
replaced widi anodier gene, such as a gene encodmg a selectable marker which can be used to monitor 
20 mtegration. Typically, several kilobases of unaltered flanking DNA (bodi at die 5* and 3* ends) are inchided 
in dK vector [see e.g.. Thomas and Capecchi, CgU. 51:503 (1987) for a description of homologous 
recombination vectors] . The vector is introduced into an embryonic stem cell line (e.g. , by electroporation) and 
cells in which die introduced DNATtiaslKraolQgouslyl^^ 

e.g., li et al., £eU, 69:915 (1992)1, The selected cells are dien injected into a blastocyst of an animal (e.g., 
25 a mouse or rat) to form aggregation chimeras (sec e.g., Bradley, in Teratocarcinomas and Embryonic Stem 
Cells: A PracdcalApproadi, E. J. Robertson, ed. (IRL, Oxford, 1987), pp. 1 13-152]. A chimeric embryo can 
dien be implanted into a suitable pseudopregnant female foster animal and die embryo brought to term to create 
a "knock out" animal. Progeny harboring die homologously recombined DNA in their germ cells can be 
identified by standard techniques and used to breed animals in which all cells of the animal contain die 
30 homologously recombined DNA, Knockout animals can be characterized for instance, for dieir ability to defend 
against certain padiological conditions and for dieir development of padiological conditions due to absence of 
die PRO polypeptide. 

Nucleic acid emx)ding die PRO polyp^tides may also be used in gene dien^. In ^ene dierqyy 
applications, genes are introduced into cells in order to achieve in v/w syndiesis of a dierapeutically effective 
35 genetic product, for exanqile for replaccmem of a defective gene. "Gene dierapy" includes bodi conventional 
gene tiier^ where a lasting effect is achieved by a single treatment, and die admmisiration of gene dierapeutic 
agents, which mvolves die one time or repeated administration of a dienq)eutically effective DNA or mRNA. 
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Andscnse RNAs and DNAs can be used as ther^utic agents for blocking the expression of certain genes in 
mo. It has already been shown that short antisensc oligonucleotides can be imported into cells where dicy act 
as inhibitors, despite their low intracellular concentrations caused by dieir restricted uptake by the cell 
membrane. (Zamecnik et al. , Proc. Natl. Acad. Scl. USA 83:4143-4146 [198q). The oligonucleotides can be 
modified to enhance their q>take, e.g. by substituting their negatively charged phosf^odiester groiq» by 
5 uncharged groups. 

There are a variety of techniques available for mtroducing nucleic acids into viable cells. The 
techniques vary depending iqx)n whether the nucleic acid is transferred into cultured cells in vitro^ or in vivo in 
the cells of the intended host. Techniques suitable for the transfer of nucleic acid mlo m a mmali a n cells invitro 
mcludc the use of liposomes, electropkmition, microinjection, cell fusion, DEAE-dextran, the calcium phos|Aiate 

10 precipitation method, etc. The currently preferred ipiWw gene transfer techniques inchidetransfeciionwiih viral 
(typically retroviral) vectors and viral coat protcin-liposome mediated transfection (Dzau et al., Jxend^ m 
Biotechnology 1 1, 205-210 11993]), In some situations it b desirable to provide the nucleic acid source widi 
an agent that targets the target cells, sudi as an antibody specific for a cell surface membrane protein or die 
target cell, a ligand for a receptor on the target ceU, etc. Where liposomes are employed, proteins which bind 

15 to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
iqKake, e.g. capsid proteins or fragments thereof ttc^ic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al., J. Bio\, Chem- 262, 
4429-4432(1987); and Wagner etal., Proc. Nail. Acad . Sci. USA 87. 3410-3414 (1990). For review of gene 

20 marking and gene therapy protocols see Anderson et al., Sciw^256, 808-813 (1992). 

The PRO polypeptides described herein may also be employed as molecular weigbt markers for protein 
electrophoresis purposes. 

The nucleic acid molecules encoding the PRO polypeptides or fragments thereof described herein are 
useful for chromosome identification. In this regard, there exists an ongoing need to identify new chromosome 

25 mariccrs. since relatively few chromosome markmg reagents, based upon acmal sequence data are presently 
available. Eadi PRO luicleic acid molecule of the present invention can be used as a chromosome marker. 

Tlie PRO polypeptides and nucleic acid molecules of the present invention may also be used for tissue 
typing, wherein the PRO polypeptides of the presem invention may be differentially caressed in one tissue as 
compared to anotiier. PRO nucleic acid molecules will find use for generating probes for PCR, Northern 

30 analysis. Southern analysis and Western analysis. 

The PRO polypeptides described herein may also be employed as therapeutic agents. The PRO 
polypeptides of the presem invention can be formulated according to known methods to prepare pharmaceutically 
useful compositions, whereby the PRO product hereof is combined in admbemre witii a pharmaceutically 
acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the active ingredient 

35 having the desired degree of purity with optional physiologically acceptable carriers, exdpients or stabilizers 
memington's Pha m>aceurical Sciences 16di edition, Osd, A. Ed. (1980)), in the form of lyophilized 
formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic to recipients at die 
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dosages and concentrations employed, and inchide buffers such as phosphaie. citrate and other organic adds; 
amioxidants including ascorbic add; low molecular weight Oess than about 10 residues) polypeptides; proteins, 
sudi as scrum albumin, gelatin or immunoglohulins: hydrophUic polymers such as polyvinylpyrrolidone, amino 
acids sudi as glycine, ghitamine, asparagine. argininc or lysine; monosacdiarides. disajxhatides and other 
carbohydrates induding glucose, mannose. or dearins; chelating agents such as EDTA; sugar alcohols sudi as 
5 mannitol or sorbitol; salt-forming counterions sudi as sodhim; and/or nonionic surfectants sudi as TWEEhP*. 
PLURONICS™ or PEG. 

Tte formulatiOTS to be used for in viw administration must be sterile. This is readUy acconq)lidied by 
filtration through sterile filtration membranes, prior to or foUowing lyophilization and reconstitution. 

Therapeutic compositions herein generally are placed imo a container having a sterile access port, for 
10 example, an intravenous solution bag or vial having a stopper pierceaWe by a hypodermic injection needle. 

TlM route of administration is in accMd with known medKKis, e.g. injection or infosion ^ 
intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or imralesional routes, topicd 
administration, or by sustained rdease systems. 

Dosages and desired drug concentrations of pharmaceutical compositicms of the presem taventicm may 
15 vary depending on the particular use envisioned. The determination of die appropriate dosage or route of 
administration is wdl wiflun the skffl of an ordinaiy physician. Animal experiments provide reliable guidance 
for die determination of effective doses for human tiierapy. Interspecies scaling of effective doses can be 
performedfoUowingtiieprincipleslaiddovmbyMordenti. J. andChappell. W. 'The use of interspecies scaling 
in toxicokmetics" In Toxicokinetics and New Drug Development. Yacobi et al., Eds.. Pergamon Press. New 

20 York 1989. pp. 42-%. 

When in vivo adnunisttatirai of a PRO polypeptide or agwiist or antagonist diereof is enq)loyed, normal 
dosage amounts may vary ftom about 10 ngflcg to up to 100 mg/kg of mammal body weight or more per day . 
prefcrabiyabout"l Mg/kg/day to 10 mg*g/day, dependinTuponUierouteof-admu^ 
particular dosages and mediods of ddivery is provided in die literature; see. for example. U.S. Pat. Nos, 
25 4.657.760; 5.206,344; or 5.225.212. It is anticqnted that different formulations will be effective for differem 
treatment con^xMmds and differem disorders, tiiat administration targeting one organ or tissue, forexanqile, may 
necessitate delivery in a manner differem ftom that to another organ or tissue. 

Where sustanied-rclease administration of a PRO polypeptide is desired in a formulation widi release 
characteristics suitable for die treatment of aay disease or disorder requiring administration of die VRO 
30 polypeptide, microencapsulation of die PRO polypeptide U contemplated. Microencapsulation of recombinant 
proteins for sustained rdease has been successfully pCTformed wifli human growtii hormone (riiGH), inttrferon- 
(rtilFN- ), interleukin-2, and MN rgpl20. Johnson et al., Nat. Med.. 2:7»-799 (1996); Yasuda, WSSSSL 
Ther.. 27:1221-1223 (1993);Horaetal.. Bio/Technology. 8:755-758 (1990); Ckland. "Design and Production 
of Single Immunization Vaccines Using Polylactide Polyglycolidc Micro^here Systems," ni Vaccina Dwiffli; 
35 The .Siihunit and AHinvant Aomoadi. Powdl and Ncwman. eds. (Plenum Press: New York. 1995). pp. 439-462; 
WO 97/03692. WO 96/40072. WO 96A)7399; and U.S. Pal. No. 5.6S4.010. 
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The sustained-release formulatioiis of these proteins were developed using poly-lactic-coglycolic acid 
(PLGA) polymer due lo its biocompatibility and wide range of biodegradable properties. The degradation 
products of PLGA, lactic and glycolic acids, can be cleared quickly within the human body. Moreover, die 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
composition. Lewis, "Controlledreleaseof bioactiveagentsfromlactide/glycolidepolymer,* in: M. Chasinand 
5 R. Langer (Eds.), Biodegradable Polymers as Ehrup Delivery Systems fMarcel Deldcen New Yoric, 1990), pp. 
1-41. 

This invention enconq>asses methods of screening compounds to identify those that mimic the PRO 
polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assi^ for 
antagonist drug cand idates are designed to identiiy conqxKmds that bind or complex with the PRO polypeptides 

10 encoded by the genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screening assays will include assays amenable to high-througjiput screening 
of chemical libraries, making them particularly suitable for identifying small noolecule drug candidates. 

The assays can be performed in a variety of formats, including protein-protein binding assays, 
biochemical screening assays, immunoassays, and cell-based assays, which are well characterized in the art. 

IS All assays for antagonists are common in that they call for contacting the drug candidate widi a PRO 

polypeptide encoded by a nucleic acid identified berem under conditions and for a time sufficient to allow diese 
two con^xments to interact. 

In binding assays, the interaction is binding and the complex formed can be isolated or detected in the 
reaction mixture. In a particular embodiment, the PRO polypeptide encoded by the gene identified herein or die 

20 drug candidate is immobilized on a solid phase, e.g., on a microliter plate, by covalent or non-covalent 
attachments. Non-covalent attachmem generally is accomplished by coating the solid surface with a solution of 
the PRO polypeptide and drying. Alternatively, an immobilized antibody, e.g., a monoclonal antibody, specific 
for the PRO polypeptide to be inunobilized can be used to anchor it to a solid surface. The assay is performed 
by adding the non-unmobilized component, which may be labeled by a detectable label, to the immobilized 

25 compmtent, e.g., the coated surface containing the anchored component. When the reaction is complete, the 
iK>n-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
detected. When the originally non-inunobilized con^nent carries a detectable label, the detection of label 
immobilized on the surface indicates diat complexing occurred. Where the originally non-unmobilized 
component does not cany a label, complexing can be detected, for example, by using a labeled antibody 

30 specifically binding the inunobilized conq>lex. 

If the candidate compound mteracts with but does not biiKi to a particular PRO polypeptide encocted by 
a gene identified herein, its interaction widi that polypeptide can be assayed by methods well known for detecting 
protein-protein interactions. Such assays include traditional ^>proaches, such as, e.g., cross-linking, co- 
immunoprecipitation, and co-purification through gradients or chromatogn^hic columns. In addition, protein- 

35 protein interactions can be monitored by using a yeast-based genetic system described by Fields and co-workers 
(Fields and Song, f^atuy^ fLond^m), 340:245-246 (1989); Chien et al.. Proc. Nad. Acad. Sci. USA. 88:9578- 
9582 (1991)) as disclosed by Chevray and Nathans, Proc. Nad. Acad. Sci. USA. 89: 5789-5793 (1991). Many 
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transcriptional activators, such as yeast GAL4, consist of two physically discrete modular domaim. one acting 
as the DNA-binding domain, the other one functioning as the transcription-activation domain. The yeast 
expression system described in the foregoing publications (generally referred to as the "two4iybrid system") 
takes advantage of this property, and enq>loys two hybrid proteins, one in which the target protein is fused to 
the DNA-binding domain of GAL4, and another, m which candidate activating proteins are fused to the 

5 activaticm domain. Thecxpressionof a GALl-tocZ reporter gene under control of a GAI>t-activa^ 

depends on reconstitution of QAIA activity via protein-protein interaction. Colonies containing interacting 
polypqitides are detected with a chromogenic substrate for p-galactosidase. A coinplctc kit 
(MATCHMAKER™) for identifying protein-protein interactions between two specific protems using die two- 
iQrbrid techmque is commercially available from Clontech. This system can also be extended to map protein 

10 domains involved in specific protein interactions as well as to pinpoim amino acid residues diat are crucial for 
these interactions. 

Compounds that interfere with the interaction of a gene encoding a PRO polypeptide identified herein 
and other intra- or extracelhilar components can be tested as follows: usually a reaction mixture is prq»ared 
containing die product of die gene and die intra- or extracellular component under conditions and for a time 

15 allowing for die interaction and bindix^ of the two products. To test die ability of a candidate compound to 
inhibit binding, die reaction is run in die absence and in die presence of die test compound. In addition, a 
placebo may be added to a third reaction mixture, to serve as positive control. The binding (conq^ex formation) 
between die test compound aiMl the intra- or extracellular component present in die mixture is monitored as 
described hereinabove. The formation of a complex in the control reaciion(s) but not in the reaction mixture 

20 containing die test compound indicates diat die test compound interferes widi die interaction of die test compound 
and its reaction partner. 

To assay for antagonists, the PRO polypeptide may be added to a cell along with the compound to be 
sCTeraedfor a particular activity and~ffieabilityof "die compoundio i^iibit dieactivity^ 
of die PRO polypeptide indicates diat die compound is an antagonist to die PRO polypeptide. Alternatively, 

25 antagonists may be detected by combining die PRO polypq)tide and a potential antagonist wdi membrane-bound 
PRO polypeptide receptors or recombinant receptors under appropriate conditions for a competitive inhibition 
assay. The PRO polypeptide can be labeled, such as by radioactivity, such diat die number of PRO polypeptide 
molecules bound to the receptor can be used to determine die effectiveness of die potential antagonist. The gene 
encoding the receptor can be identified by numerous mediods known to diose of skill in die art, for exan^le, 

30 ligand panning and FACS sorting. Coligan «t al.. Current Protocols in Immun.. 1(2): Ch^ter 5 (1991). 
Preferably, expression cloning is employed wherein polyadenylaled RNA is prepared firom a cell responsive to 
die PRO polypeptide and a cDN A library created from dus RNA is divided into pools and used to transfect COS 
cells or odier cells diat are not responsive to die PRO polypeptide. Transfected cells diat arc grown on glass 
slides are exposed to labeled PRO polypeptide. The PRO polypeptide can be labeled by a variety of means 

35 including iodination or inclusion of a recognition site for a site-specific protein kinase. Following fixation and 
incubation, the slides are subjected to autoradiographic analysis. Positive pools are identified and sub^pools are 
prepared and re-transfected using an interactive sub-poolii^ and re-screeiung process, eventually yieldir^ a 
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single clone that encodes the putative receptor. 

As an alternative approach for receptor identification, labeled PRO polypqxide can be photoaffinity* 
linked with cell membnuoe or extract preparations that express the receptor molecule. Cross-linked material is 
resolved by PAGE and exposed to X-ray film. The labeled complex containii^ the receptor can be excised, 
reserved into peptide fragments, and subjected to protein nucro-sequencii^. The amino acid sequence obtained 

5 from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDNA 
library to identify the gene encoding the putative receptor. 

In another assay for antagonists, mammalian cells or a membrane preparation e^qxressing the receptor 
would be incubated with labeled PRO polypei^de m the presence of the candidate con^Kmnd. The abili^ of 
the compound to enhance or block this interaction could then be measured. 

10 More specific examples of potential antagonists incltide an oligonucleotide that bmds to the fusions of 

immunoglobulin with PRO polypeptide, and, in particular, antibodies iixrluding, without limitation, poly- and 
monoclonal antibodies and antibody fragments, single-chain antibodies, anti-idiotypic antibodies, and chimeric 
or humanized versions of such antibodies or fragments, as well as human antibodies and antibody fragments. 
Alternatively, a potential antagonist may be a closely related protein, for example, a mutated form of the PRO 

IS polypeptide that recognizes the receptor but imparts ix> effect, thereby competitively inhibiting die actitm of the 
PRO polypeptide. 

Anodier potential PRO polypeptide antagonist is an antisense RNA or DNA construct prepared using 
antisense technology, where, e.g., an antisense RNA or DNA molecule acts to block directly the translation of 
mRNA by hybridizing to targeted mRNA and preventing protein translation. Antisense technology can be used 

20 to control gene expression through triple-helix formation or antisense DNA or RNA, both of which methods are 
based on binding of a polynucleotide to DNA or RNA. For example, the 5* coding portion of the polynucleotide 
sequence, which encodes the mature PRO polypeptides herein, is used to design an antisense RNA 
oligonucleotide of from about 10 to 40 base pairs in length. A DNA oligonucleotide is designed to be 
complementary to a region of the gene involved in transcription (triple helix - see Lee et al. , Nucl. Acids Res.. 

25 6:3073 (1979); Cooney et al.. Science . 241: 456 (1988); Dervan et al.. Science . 251:1360 (1991)), thereby 
preventing transcrqition and the producticm of the PRO polypeptide. The antisense RNA oligonucleotide 
hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 
(antisense - Okano, Neurochem.. 56:560 (1991); Oli^odeoxvnucleotides as Antiser ^i^ ^nhihj ^rs of Gene 
Expression (CRC Press: Boca Raton, FL, 1988). The oligonucleotides described above can also be delivered 

30 to cells such that the antisense RNA or DNA may be expressed in vivo' to inhibit production of the PRO 
polypeptide. When antisense DNA is used, oligodeoxyribonucleotides derived from the translation-mitiationsite, 
e.g., between about -10 and -hlO positions of the target gene nucleotide sequence, are preferred. 

Potential antagonists include small molecules that bind to the active site, the receptor binding site, or 
growth factor or other relevant binding site of the PRO polypeptide, thereby blocking the normal biological 

35 activity of the PRO polypeptide. Exan^les of small molecules include, but are not limited to, small peptides 
or peptide-like molecules, preferably soluble peptides, and synthetic non-peptidyl organic or inorganic 
conqxnmds. 
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Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 
Rflwzymcs aa by sequence-specifichybridization to tbe complemcntaiy taigpt RN A. f oHowed by endomideolytic 
cleavage. Specific ribozyme cleavage sites within a potential RNA target can be identified by known techmcpies. 
For further details see. e.g.. Rossi. r..r«^t Biology. 4:469^71 (1994). and PCT publication No. WO 97/33551 

(published September 18. 1997). 

Nucleic acid molecules in triple4»ta ftmnation used to inhibit transcription should be single-stranded 
and composed of deoxynucleotides. The base composition of these oligonucleotides is designed such that h 
promotes triple-helix formation via Hoogsteen base-pairing rules, which generally requite sizeable stretches of 
purines or pyrimidines on one strand of a duplex. For further details see. e.g.. PCT publication No. WO 
97/33551. siqm. 

These small molecules can be identified \ty oat or more of the screenmg assays discussed 
hereinabove and/or by aiv odier scrcenmg tedmiques weU known for those skilled in the art. 

PR0189 can be used m assays with W01A6.1 of C. Elegans. phosphodiesterases, transporters and 
protcms which bind to fatly adds, to dctenninc the rdative activities of PR0189 agauist these proteins. The 
results can be applied accordingly. 

F. ^i.ri.PRO Antibodies 
The present mvention further provides anti-PRO antibodies. Exemplary antibodies mdude polyclonal, 
monoclonal, humanized, tnspecific. and heteroconjugate antibodies. 

20 1. PoWdonal Antibodies 

The anti-PRO antibodies may craqwise polyclonal antibodies. Methods of prqwring polydonal 
antibodies are known to flic skiUed artisan. Prfydonal antibodies can be raised in a mammal . for exan^le. by 
cme or more injections of an immunirin^ent and. if dwiredTanadjuvantrTypiofll^^^ 
and/or adjuvant wiU be injected m flie mammal by multiple subcutaneous or intrqieritoneal injections. The 

25 immunizing agent may include tbe PRO polypeptide or a fusion protem thereof. It may be useful to conjugate 
the immunizing agem to a protein known to be unmunogenic in the mammal being immunized. Examples of 
such immunogenic protcms include but are not limited to keyhole limpet hemocyanm. serum albumin, bovme 
thyroglobulm, and soybean trypsin inhibitw. Exanqjles of adjuvants which may be emplcqred indude Freund's 
complete adjuvant and MPL-TDM adjuvant (monophosphoryl Upid A. synthetic trdialose dicoiynomycolate). 

30 The immunizatiOT protocol may be selected by one skilled m the art wifliout undue experimentation. 



15 



2. ynnndonal Antibodies 
The anti-PRO antibodies m^, altemarivdy, be monoclonal antibodies. Mraoclonal antibodies may be 
prepared using hybridoma methods, such as those described by Kohler and Milstem, £laiffl£. 25&:4« (1975). 
35 In a hybridoma method, a mouse, hamster, or otter appropriate host animal, is typically nnmunized widi an 
immunizing agent to didt lymphocytes fliat produce or are capable of producing antibodies fliat will specificaUy 
buid to the immunizing agent. Alternatively, the lynqihocytes nuy be nnmunized wi vitro. 
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The immimizlng agent will typically include the PRO polypeptide or a fusion protein thereof. 
Generally, either peripheral blood lynq)hocytes ("PBLs") axe used if cells of human origin are desired* or ^leen 
ceUs or lymph node cells are used if non-human mammalian sources are desired. The lynqihocytes are dien 
fused widi an immortalized ceU line usi^g a suitable fiismg agent, such as polyethylene glycol, to form a 
hybridoma cell [Coding, Monoclonal Antibodies: Principles and Practice. Academic Press, (1986) pp. 59-103]. 
5 Immortalized cell lines are usuaUy transformed mammalian cells, particularly myelcmia cells of rodent, bovine 
and human origin. UsuaUy, rat or mouse myeloma cell lines are employed. The l^bridoma cells may be 
cultured m a suitable culture meditmi that preferably contains one or more substances that inhibit the growth or 
survival of the imfused, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthioe 
guanme phosphoribosyl transferase (HGPRT or HPRT), the culuire medivtm for the hybridomas typically will 
10 mclude hypoxanthine, aminqpterin, and diymidine ("HAT medium"), which substances prevent the growth of 
HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fuse efficiently, support stable high level eiqiression of 
antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
preferred iinmortalized cell lines are murine myeloma lines, which can be obtained, for instance, from the Salk 

15 institute Cell Distribution Center, San Diego, California and the American Type Culture Coilecdon, Manassas, 
Virginia. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 
production ofhuman monoclonal antibodies [Kozbor, J. Immunol.. 133: 3001 (1984): Brodeuretal., Monoclonal 
Antibodv Production Techn iques and Applications. Marcel Dekker, Inc.. New York, (1987) pp. 51-63]. 

The culture medium in which the hybridoma cells are cultured can then be assayed for the presence of 

20 monoclonal antibodies directed against PRO. Preferably, the bindiiig specificity of monoclonal antibodies 
produced by the hybridoma cells is determined fay immunoprecipitation or by an in vitro binding assay, such as 
radioinmiunoassay (RIA) or enzyme-linked immunoabsorbent assay (ELISA). Such techniques and assays are 
known in the art. The binding affinity of the monoclonal antibody can, for exaixq)le, be determined by the 
Scatchard analysis of Munson and Pollard, Anal. Biochem.. 107:220 (1980). 

25 After the desired hybridoma cells are identified, the clones may be subcloned by limiting dilution 

procedures and grown by standard methods [Coding, supral . Suitable culture media for this purpose include, 
forexample, Dulbecco's Modified Eagle's Medium and RPMI-1640meditmi. Alternatively, the hybridoma cells 
may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 

30 medium or ascites fluid by conventional inunuroglobulin purification procedures such as, for exanq>le, protein 
A-Sepharose, hydroxylapatite chromatography, gel electrophoresis, dialysis, or affinity chromatograidiy. 

The monoclonal antibodies may also be made by recombinant DNA methods, such as those described 
in U.S. Patem No. 4,816,567. DNA encoding the nK>noclonal antibodies of the invention can be readily isolated 
and sequenced mmg conventional procedures (e.g., by using oligonucleotide probes that are cq»bie of bindmg 

35 specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 
invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into expression 
vectors, which are then transfected into host cells such as simian COS cells, Chinese hamster ovary (CHO) cells. 
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or myeloma ceUs that do not otherwise produce immunoglobulin protein, to obtam the synthesis of mraodonal 
antibodies in the recombinant host cells. The DNA also may be modified, for exanqrte, by substiwiing the 
codirtg sequence for human heavy and ligM chain constant domains in pi ace of the homologous murine sequences 
[U.S. Patent No. 4,816.567; Morrison et al.. supra! or by covalently joinmg to the immunoglobulin coding 
sequence an or part of the coding sequence for a non-immunoglobulinpolypepd Suchancm-immunoglobulin 
5 polypeptide can be substinited for the constant domains of an antibody of the inventicHi, or can be substituted for 
the variable domains of one antigen-combmmg site of an antibody of the invaition to create a chnneric bivalent 
antibody. 

The antibodies maybe monovalent antibodies. Methods for preparing monovalent antibodies arc well 
knownmtheart. For exan^le, one meflwdmvolvesrecombinam expression of immunoglobulin li^ 
10 modified heavy cham. The heavy diain is tnmcated generally at any poim in the Fc region so as to pr^ 
heavy chain crosslinkmg. Alternatively, the relevant cysteine residues are substituted with another amino add 
residue or are deleted so as to prevem crosslinking. 

In vitro methods are also suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fragments thereof, particularly. Fab fragments, can be accomplished using routine techniques known 
IS ui the art. 

3. iiman and ^nmanired Antibodies 

The anti"PRO antibodies of the invention may further comprise humanized antibodies or human 
antibodies. Humanized forms of non-human (e.g., murine) antibodies are chimeric immunoglobulins, 
20 immunoglobulin chains or fragments hereof (such as Fv. Fab. Fab\ F(ab*)2 or other antigen-binding 
subsequences of antibodies) which contain minimal sequence derived from non-human immunoglobulin. 
Humanized antibodies include human unmunoglobulins (recipient antibody) in which residues from a 
complementary determhting region (CDRYof the recq)ient are replacwl ^TOidu^firaiTCDRof a nra^ 
species (donor antibody) such as mouse, rat or rabbit having the desired specificity, affinity and capacity. In 

25 some instances, Fv framewwk residues of the human immunoglobulin are replaced by correspondmg non-human 
residues. Humanized antibodies may also conqyrise residues which arc found neither in the recipient antibody 
nor m the imported CDR or framework sequences. In general, the humanized antibody wiU comprise 
substantially all of at least one, and typically two, variable domains, in which all or substantially all of theCDR 
regions correspond to those of a non-human immunoglobulin and all or substantially all of the FR regions are 

30 tlK)se of a human immunoglobulin consensus sequence. The humanized antibody optimally also will conqmse 
at least a portion of an immunoglobulin constam region (Fc), typically that of a human inununoglobulm [Jones 
et al.. Nature. 221:522-525 (1986); Riechmannctal., Namre. 222:323-329 (1988); and Presta, QurTt Op. g^nict. 
BioL. 2:593-596 (1992)1. 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
35 antibody has one or more amino acid residues niiroduced into it from a scnircewW^ Thesenon- 
human amino acid residues are often referred to as "in^wrt" residues, which are typically taken from an •uqwrt" 
variable domain. Humanization can be essentially performed followiz^ the method of Winter and co-workers 
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[Jones ct al.. Nature. 221:522-525 (1986); Ricchmaim ci al.. Nature. 222:323-327 (1988); Vcrbocycn et al., 
Science, 1534-1536 (1988)], by substiniting rodent CDRs or CDR sequences for the correspoDding 
sequencesofahumanantibody. Accotdmgly, such "humanized" antibodies are chimeric antibod^ 
No. 4,816,567), wherein substantially less than an intact human variable domain has been substituted by ihe 
corresponding sequence from a non-hiunan species. In practice, humanized antibodies are typically human 
5 antibodies m which some CDR residues and possibly some FR residues are substituted by residues ham 
analogous sites in rodent antibodies. 

Human antibodies can also be produced usmg various techniques known in the art, inchiding phage 
display h1>raries[Hoogenboom and Wmter, J. Mol. BioL. 227:381 (1990: Maris etal.. J. Mol. Bioi.. 222;581 
(1991)]. The techniques of Cole et al. and Boemer et al. are also available for the preparation of human 

10 monoclonal antibodies (Cole et al.. Monoclonal Antibodies and Cancer Therapy. Alan R. liss, p. 77 (1985) and 
Boemer ct al., J. Immunol.. 147(0 :86-95 (1991)]. Similarly, human antibodies can be made by miroducing 
of human immunoglobulin lod into transgenic animals, e.g., mice in which the endogenous immunoglobulin 
genes have been partially or completely inactivated. Upon challenge, human antibody production is observed, 
which closely resembles that seen in humans in all respects, including gene rearrazigement, assembly, and 

15 antibody repertoire. This.approach is described, for exanq>le, in U.S. Patent Nos. 5,545,807; 5,545.806; 
5,569,825; 5,625,126; 5.633,425; 5,661,016, and in the following scientific publicaticnis: Maries et al., 
Bio/Technology 10. 779-783 (19921: Lonberg etal.. Namre 368 856-859 (1994): Morrison, Nature 368. 812-13 
(1994); FishwUd et al., Nanire Biotechnologv 14. 845-51 (1996): Neubcrger, Namyp PjpteclffiQtegy 826 
(1996); Lonberg and Huszar, Intern. Rev. Immunol. H 65-93 (1995). 

20 

4. Bispecific Antibpdjes 
Bispecific antibodies are monoclonal, preferably human or humanized, antibodies that have binding 
specificities for at least two different antigens. In the present case, one of the binding specificities is for the 
PRO, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or receptor 
25 subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the recombinant 
production of bispecific antibodies is based on the co-expression of two immunoglobulin heavy-chain/light-chain 
pairs, where the two heavy chains have di^erent specificities [Milstein and Cuello, Nature. 2S2S:537-539 ( 1983)) . 
Because of the random assortment of immimoglobulin heavy and light chains, these hybridomas (quadromas) 

30 produce a potential mixture of ten different antibody molecules, of which only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by afBnity chromatogr^hy steps. 
Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecto et al., EMBO 
L, 12:3655-3659 (1991). 

Antibody variable domains with the desired bmding specificities (antibody-antigen combining sites) can 

35 be fused to immunoglobulm constant domain sequences. The fusion preferably is with an inmiunoglobulin 
heavy-cham constam domain, comprising at least pan of the hinge. CH2, and CH3 regions. It is preferred to 
have the first heavy-chain constant region (CH 1) containing the site necessary for ligjit-chain binding present in 
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at least one of tiie fusions. DNAs encoding the iminunoglobuliii heavy-chain fusions and, if desired, the 
immunoglobulin light chain* are inserted into separate expression vectors, and are co-transfected into a suitable 
host organism. For fimher detaiU of generating bispecific antibodies see, for example, Su^ Methods 

in RnTvmolQgv. 121;210 (1986). 

AccordlQg to another approach described m WO 96/27011, the inter&ce between a pan- of antibocfy 

5 molecules can be engineered to inaximizedte percentage of heterodimers which are recovered fira^ 
cellculmre. The preferred interface comprises at least a part of the CH3 region of an antibody ccmst^ 
In diis medK>d, one or more small amino add side chains from the interface of die first antibody molecule are 
replaced with larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities* of identical or similar 
size to the large side chain(s) are oeated on the interface of the second antibody molectilc fay replacing la^e 

10 ainiiio acid side chaiiis with smaller ones (e.g. alanine or threoniiie). This provides a mechanism lor increasing 
the yidd of the heterodinier over other unwanted end-products sudi as homodimers. 

Biqiecific antibodies can be prepared as full length antibodies or antibody fragments (e.g. F(id>')2 
bispecific antibocties). Tedmiques for generating bispecific antibodies from antibody fragments have been 
described in the literature. For example, bispeclHc antibodies can be prepared can be prepared using chemical 

IS linkage. Brennan et al. . Science 229:81 (1985) describe a procedure wherein intact antibodies are protedytically 
cleaved to generate F(ab')2 fragments. These fragments are reduced in ihe present of the diAioi complexing 
agent sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab' 
fragments generated are then converted to thionitrobenzoate (TNB) derivatives. One of die Fab'-TNB 
derivatives is then reconverted to the Fab'-thiol by reduction with mercaptoethylamine and is mixed with an 

20 equimolar amoimt of die other Fab'-TNB derivative to form the bispecific antibody. The bispedfic antibodies 
produced can be used as agents for the sdective immobilization of enzymes. 

Fab' fragments may be direcdy recovered from E, coli and chemically cotq>led to form bispecific 

antihrtdies— Shalabv-g/fl/r -J— ExprMedr -i7S:217^225-n 

bispecifrc antibody F(ab')2 molecule. Each Fab' fragmem was separately secreted from E, coli and subjected 

25 to directed chemical coupling in vitro to form the bispecific antibody. The bi^>ecific antibody thus formed was 
able to bind to cells overe}q>ressing the ErbB2 receptor and normal himian T cells, as well as trigger the lytic 
activi^ of human cytotoxic lymphocytes against human breast tumor targets. 

Various technique for making and isolating bispedfic antibody fragments directiy from recombinant cell 
culture have also been described. For example, bispecific antibodies have been produced using leucine zippers. 

30 KosteUiy a al., J. Immunol. 148(5): 1547-1553 (1992). The leucine zippex peptides from die Fos and Jun 
proteins were linked to the Fab' portions of two different antibodies by gene fusion. The antibody homodimers 
were reduced at the hinge region to form monomers and dien re-oxidized to form the antibody heterodimers. 
This method can also be utilized for die production of antibody homodimers. The *diabody* technology 
described by HoUinger a al„ Proc. Nad. Acad. Sci. USA 90:6444-6448 (1993) has provided an alternative 

35 mechanism for inaking bispecific antibody fragments. The fragments comprise a heavy-cham variable domain 
(Vh) connected to a light-diain variable domain (VJ by a linker which is too shon to allow pairing between the 
two domains on the same chain. Accordingly, the Vh and domains of one fragment are forced to pair with 
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theoonq)lcmciitaryVtaiidV„domaimofaiKrthcrfragin^ Another 
strategy for making bispedfic antibody fragments by the use of single-chain Fv (sFv) duncrs has also been 
reported. See. Gruberef a/.. LJnmafflQL 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For cxanq>le, trispecific antibodies can be prepared. 
Tmt «r fl/.. J. Immunol. 147:60 (1991). 

5 Excn^)huy bispecific antibodies may bind to two different epitopes on a given PRO polypeptide herein. 

Alternatively , an anti-PRO polypeptide arm may be combined with an arm which binds to a triggering molecule 
on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), or Fc receptors for IgG 
(FcyR), such as FcyRI (CD64), FcyRU (CD32) and FcyRIII (CD 16) so as to focus ceUular defense mechanisms 
to the cell expressing the particidar PRO polypeptide. Bispecific antibodies may also be used to localize 

10 cytotoxic agents to celb which express a particular PRO polypq[>ti^ These antibodies possess a PRO-bmdmg 
arm and an arm which bmds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPT A, DOTA. 
or TETA. Another bispecific andbody of ratercst bmds Ac PRO polypeptide and further btods tissue factor 
(TF)- 

IS 5. Heteroconiugate Antibodies 

Heteioconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
antibodies are conq)osed of two covalently joined antibodies. Such antibodies have, for cxanqjle, been proposed 
to target immune system cells to unwanted cells lU.S. Paiem No. 4,676,980], and for treatment of HIV infection 
[WO 91/00360; WO 92/200373; EP 03089]. It is contenq)lated that the antibodies may be prepared in vitro 

20 using known methods in syn&etic protein chemistry, including those involving crosslinking agents. For 
example, inununotoxins may be constructed using a disulfide exchange reaction or by forming a thioether bond. 
Examples of suitable reagents for this purpose include iminothiolate and meaiyl-4-mercaptobutyrimidaie and 
those disclosed, for example, in U.S. Patent No. 4.676,980. 

25 6. Effector Function Engineering 

It may be desirable to modify the antibody of the inventicm with respect to effector function, so as to 
enhance, e.g. , the effectiveness of the antibody in ircatmg cancer. For example, cysteine Tesidue(s) may be 
introduced into the Fc region, thereby allowmg interchain disulfide bond formation in this region. The 
homodimeric antibody itm generated may have inq)roved internalization capability and/or increased 

30 complement-mediated cell killing and antibody-dependent ceUular cytotoxicity (ADCC). See Caron etal.,L 
Exp Med. . 176 : 1 191-1 195 (1992) and Shopes, J> Immunol .. 148: 2918-2922 (1992). Homodimeric antibodies 
with enhanced anti-tumor activity may also be prepared using heterobifunctiona] cross-linkers as described in 
Wolff era/. Cancer Research. 51: 2560-2565 (1993). Alternatively, an antibody can be engineered that has dual 
Fc regions and may thereby have enhanced complement lysis and ADCC capabilities. See Stevenson et al., ApU- 

35 CancgrPypRPe^ifOK 3: 219-230 (1989). 
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7. Iminnnoconhigateg 
TIM invention alsopcrtainsioiinmunoconjuga^ 
s«i,asachenK«herapeutte agent. toxin(^^^^^ 

origin, or fragmems tbereof), or a radioactive isotope a radioconjugate). 
Chemotherapeutic agents uscMintbegenerationofsuchimnwnocOT^ 

5 EnzyniaticaUyactiveto«nsandfragments«hen»fliiM«^ 

fragments of diphtheria toxin, exotoxfa A chain (ftom ftc«rfo»»««ascc««»m»B).ricAiAchain.abrinAchani. 

modecdn A chain, alpha-sardn. AleurUesfonSi proteins, dianthin proteins, Phytolaca ameriam proteins 

(PAPI, PAPn, and PAP-S). momordica charanila inhibitor, curcin. crotin, sapaonaria officinalis mhiWlor. 

gelonil. mitogdlin. restrictocin. phenomydn, enomycin, and the tricothecenes. A variety of radionuclides are 
10 available for the production of radioconjugated antibodies. Examples include »°Bi. '"In. and 
Conjugates of the antibody and cytotoxic agem are made usnig a variety of bifunctional proteins 

agents such as N-succinimidyl-3^-pyridyldithi61) propionaie (SPDP). iminoihiolane (IT). Wfanctional 
derivatives of imidoesters (such as dimediyl adipimidate HCL). active esters (such as disucdnimidyl snbcrate). 
aldehydes (such as ghitareldehyde). bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine). bis- 

15 diazonhnn derivatives (such as bis^azoninmbcnziylHtlvlenediamme^^ 

diisocyanate).andbis-active fluorine compounds(su«*asl.5-dinuoro-2.4-dinitrobeniene).^ 
. i„^«mxoxincanbeprepamlasdescribedinViwta««/..Sci«^ 1098(1987). Caibon-14-labeled 1- 
isodnocyanatobcnzyl-3-methyIdieihylenetriaminepeniaaceticacid(l^^^ U an exemplary chelating agent 
forcOTjugationofradiomicleotidetotheantibo^. See WO94/11026. 

20 In anodier embodiment, the antibody msy be conjugated to a "receptor" (such strepttvidin) for 

utilization in wmor pretargeting wherein the antibody-receptor conjugate is administered to the patient. foUowed 
by removal of unbomKl conjugate from the circulation using a clearing agent and then administration of a 
"Ugand" (e.g.. avidin) that is conjugated » a cytotoxic agent (e.^., aradiraittlwtide): ' "~~ 

25 8. Immunolinosomes 

The antibodies disclosed herein may also be formulated as immunoUposomes. Liposomes containing 
the antibody are prepared by mcdwds known in die art. such as described in Epstein Prec, Nafl, Acftd- 
SsLilSA. B: 3688 (1985); Hwang et al.. Pmr- m\ hf^. VSA. 21: 4030 (1980): and U.S. Pat. Nos. 
4.485.045 and 4.544.545. Uposomes with enhanced circulation time are disclosed in U.S. Patem No. 

30 5.013.556. 

Particularly usefiil liposomes can be generated by die reverse-phase evaporation mefliod wiUi a lipid 
conq»sitionconq)risingphosphatidyIcholine.cholesterol.andPEG-derivatizedphospha^^^ 
PE). Liposomes are extruded through filters of defmed pore size to yield Uposomes wi± die desired diameter. 
Fab- fragments of die antibody of the present invemion can be conjugated to die liposomes as described in Martin 
35 ^ni i Riol. Chem.. 257: 286-288 (1982) via a disulfide-interchange reaction. A chemoflierapeutic agent 
(such as Doxorubicin) is optionally contained within the liposome. SceGabizon eriri.. J, National Canc^^nst. . 

2i(19): 1484 (1989). 
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9. Kiannaceutica l Compositions of Antibodies 
Antibodies specifically binding a PRO polypeptide identifiedheiein, as well as other molecules identified 
by the screening ass^ disclosed hereinbefore, can be administered for the treatment of various disorders in the 
form of pharmaceutical compositions. 

If the PRO polypeptide is imraceUular and whole antibodies are used as inhibitors* intemaliznxg 
5 antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into ceils. Where antibody fragments are used, the smallest ihhibitoiy fri^gment tiiat 
specifically bmds to the bindmg domain of the target protein is preferred. For exatnple, based upon the variable- 
region sequences of an antibocty, peptide molecules can be designed tiiat retain the abiliQ^ to bind die target 
protein sequence. Such pqrtides can be syntiiesized chemically and/or produced by recombinant DNA 
10 technol<^. See, e.g., Marasco et al.. Proc. Natl. Acad . Sci. USA. ^ 7889-7893 (1993). The tendation 
hereui may also contam more than one active compound as necessary for the particular 
preferably those wilh conqilementary activities tiiat do not adversely affect each other. Alternatively, ot m 
addition, the composition may conq>rise an agent that enhances its function, such as. for example, a cytotoxic 
agent, cytokine, chemotherapeutic agent, or growtii-inhibitoxy agent. Such molecules are suhably present m 
15 combmation m auKHmts that are effective for the purpose intended. 

The active ingredients may also be entr^iped in microcapsules prepared, for examine, by coacervation 
techniques or by interfacial polymerization, for example, hydroxymetiiylcellulose or gelatin-microcapsules and 
poly-{mediylmetiiacylate) microc^isules, respectively, in colloidal drug delivery systems (for example, 
liposomes, albumin microspheres, microemulsions, nano-particles, and nanocapsules) or in macroemulsions. 
20 Such techniques are disclosed m Remington's Pharmaceutical Sciences, supra. 

The formulations to be used for in vivo administration must be sterile. This is readily acconq)lished by 
filtration through sterile filtraticm membranes. 

Sustained-release preparations may be prepared. Suitable examples of sustained*release preparations 
include semipermeable matrices of solid hydrophobic polymers containing the antibody, which matrices are in 
25 tiie form of sh^qied articles, e.g., films, or microcapsules. £xanq)les of sustained-release matrices include 
polyesters, hydrogels (for cxanq)le, poly(2-hydroxyethyl-meihacrylate), or poly(vmylalc6hol)), polylactides 
(U.S. Pat. No. 3,773,919), copolymers of L-glutamic acid and y ethyl-L-glutamate. non-degradable ethylene- 
vinyl acetate, degradable lactic acid-glycolic acid copolymers such as the LUPRON DEPOT ™ (injectable 
microspheres composed of lactic acid-glycolic acid copolymer and leuprolide acetate), and poly-I>-(-)-3- 
30 hydroxybutyric acid. While polymers such as cthylene-vinyl acetate and lactic acid-glycolic acid enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter time periods. When encapsulated 
antibodies remain in die body for a long time, tfiey may denature or aggregate as a result of exposure to moisture 
at 37"C, resulting in a loss of biological activity and possible changes in inununogenidty. Rational strategies 
can be devised for stabilization depending on the mechanism involved. For exanq>le, if the aggregation 
35 mechanism is discovered to be intermolecularS-S bond formation tiirough thio-disulfidcintcrchange, stabilization 
may be achieved by modifying sulfhydryl residues, tyophilizing from acidic solutions, controlling moisture 
content, using appropriate additives, and develc^ing specific polymer matrix compositions. 
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G. for anri-P RO Antibodies 

Tlieanti-PROaimTxxliesof thehivciidrahave variom^ For example. anti-PRO antibodies may 

beusedindiagnosticassaysforPRO, e.«.. detecting lis expression in specife cells, tissues, or sen^^ Various 
diagnostic assay tedmiquesknownin the art may be used, such as competi^^ 
sandwich assays and immunoim«niritation assays conducted in eh^ 

5 r^iT TtPiinrlFrnI Aiimfn-^^— '"^'^"^"^'^•"^^^•^^ mamibodies 
used in ti« diagnostic assays can be labded with a detectable moiety . The d^ 
ofproducing, either directiy or indirectly, a delectable signal. For example, the detectable moiety may be a 
radioisotope, such as »H. '*C. »P, »S. or «1. a fluorescent or chemihmimescent compound, such as fluorescehi 
feotWocyanate. ihodamine. or lucifcrin. or an enzyme, such as alkaUne jAosphatase. beta-galact«rida.e or 

10 hoiseradishpeioxidase. Any method known in the art for conjugatii« the andTwdy to Uie detectable^ 

be employed, inctading a»se methods described by Hunter et al.. lite JM:945 (19fi2); David et al.. 
r>ww{,nv' 13:1014 (IW); Painet al.. }, }mmm\. Mgft,. (1981); and Nygren. ^Tii^Khffll, aP4 

rvtnchem.. 2a:407 (1982). 

Anti-PRO antibodies aU» aie useful for tiie affinity purification of PRO from recombinam ceU culmre 
15 or naniral sources. In this process, the anuTx)dies against PRO are immobfl^ 

Sepiuulexiesinorfilterpaper.usingmetbodswellknownintheait. The immobilized amibody then is contacted 

withasamplecontainingthePROtobepurified.andtiKreafkerthe»uppoitiswa^ 

will remove substantially aU the material in the sample except ti« PRO. which is bound to the ^ 

antibody. Fimdly. die support is washed with another suiteble solvcm tiiat will release die PRO from the 
20 anlibo^. 

Ttefollowingexamplesareofferedforahistrativepurposesonly.andarenotimendedtoluni^ 

of 4e present invention m any way. [ J 

AUpatemandUtcran«refenmcescitedintiieprescntspecificationarehcrebyincorp^ 

in dieir entirety. 

25 

PXAMPLES 

CommeiciaUy available reagems referred to in the examples were used according to mami^^ 
Instructions unless odierwise indicated. lUe source of those cells identified in die foUowing examples, and 
thioughom die specification, by ATCC accession mm*ers is fl« American TVpe Culmre C^^ 

30 VA. 

^vAwg^ I . p,.r.n.ll..l«r Do F^oin HnmnW Screening to Identify Novel ?o]W^^ and pDNA Enc9<lim; 



Hie extraceUular domam (ECD) sequences (including die secretion signal sequence, if any) &om about 
35 950kn6wn8eci«edproteinsfhmitheSwiss-ProtpubMcdatabasewereusedto 

databases inchided public databases (e.g.. Dayhoff, GenBank). and proprietary databases (e.g. UFESEQ"*. 
Incyte Pharmaceuticals. Palo Alto. CA). The search was performed using d» computer program WU-BLAST-2 
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(Altschul est al., Methods in Enzvmologv 266:460-480 (1996)) as a comparison of the BCD protein sequences 
to a 6 frame translation of the EST sequences. Those comparisons widi a Blast score of 70 (or in mot cases 
90) or greater that did not encode known proteins were dustered and assembled into cons^ 
with the program "phr^" (Phil Green, University of Washington, Seattle, WA). 

Using this extracellular domain homology screen, consensus DN A sequences were assembled relative 
5 to the other identified EST sequences using {rfunp. In addition, the consensus DNA sequences obtained were 
often (but not always) extended using repeated cycles of WU-BLAST-2 and phrap to extend die consensus 
sequence as far as possible using the sources of EST sequences discussed above. 

Based upon the consensus sequences obtained as described above, oligonucleotides were dien 
synthesized and used to identify by PCR a cDNA library tha contained the sequence of interest and for use as 

10 pnibes to isolate a clone of the fuU^ength coding sequence for a PRO polypei^^ Forward and reverse PCR 
primers generally range firom 20 to 30 nucleotides and are often designed to give a PCR product of about I(X)- 
1(XX) bp in length. The probe sequences are typically 40-55 bp in length. In some cases, additiooai 
oUgonucleotides are synthesized when the consensus sequence is greater than about 1-1. 5kl^ In order to screen 
several libraries for a full-length clone, DNA from the libraries was screened by PCR amplification, as per 

15 Ausubel et al.. Current Protocols in Molecular Bioloev. with the PCR primer pair. A positive library waa then 
used to isolate clones encoding the gene of interest using the probe oligonucleotide and one of the primer pairs. 

The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
commercially available reagents sudi as those from Invitrogen, San Diego, CA. The cDNA was primed with 
oligo dT containmg a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved widi NotI, sized 

20 apprc^niately by gel elecm>{^oresis, and cloned in a defined orientation into a suitable cloning vector (such as 
pRKB or pRKD;pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmesetal., Science . 
253 : 1278-1280 (1991)) in the unique Xhol and NotI sites. 

EXAMPLE 2 : Isolation of cDNA clones by Amylase Screening 
25 1. Preparatjpfl qf pligp dT pyimed cDNA libyary 

mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrt^en, San 

Diego, CA (Fast Track 2). This RNA was used to generate an oligo dT primed cDNA library in the vector 

pRK5D using reagents and protocols from Life Technologies, Gaithersburg, MD (Super Script Plasmid System). 

In this procedure, the double stranded cDNA was sized to greater than 1000 bp and the Sall/NotI tinkered cDNA 
30 was cloned into XhoI/NotI cleaved vector. pRK5D is a cloning vector that has an sp6 transcription initiation 

site followed by an Sfil restriction enzyme site preceding the XhoI/NotI cDNA cloning sites. 

2. Preparation of random primed cDNA librarv 

A secondary cDNA library was generated in order to preferentially represent the 5' ends of the primary 
35 cDN A clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used to 
generate a random primed cDNA tibrary m the vector pSST-ANfY.O using reagents and protocols from life 
Technologies (Super Script Plasmid System, referenced above). In this procedure the double stranded cDNA 
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was sized to 500-1000 bp, linkered with blunt to Nod adqitors, cleaved with Sfil, and cloned into Sfil/NotI 
cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase promoter preceding 
the cDNA cloning sites and ibe mouse amylase sequence (the manire sequence without the secredon signal) 
foUowed by die yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDNAs cloned into this 
vector diat are fused in frame widi amylase sequence will lead to the secretion of amylase from ^ropriately 
S transfected yeast colonies. 

3. Transformation and Defecflgq 

DNA from the library described m paragrafdi 2 above was chilled on ice to which was added 
electrocompetent DHIOB bacteria (life Technologies, 20 ml). The bacteria and vector mixture was then 

10 electroporated as recommended by die masofacturer. Subsequently, SOC media (Life Technologies, 1 ml) was 
added and die nuxture was incubated at 37**C for 30 minutes. The transfonnants were then plated onto 20 
standard 150 nun LB plates containing ampicillin and incubated for 16 hours (37**Q. Positive colonies were 
scnq>ed off the plates and die DNA was isolated from the bacterial pellet using standard protocols, e.g. CsCl- 
gradiem. The purified DNA was then carried on to the. yeast protocols below. 

IS The yeast mediods were divided into diree categories: (1) Transformatioii of yeast widi the 

plasmid/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PGR 
amplification of the insert direcdy from the yeast colony and purification of the DNA for sequencing and furdier 
analysis. 

The yeast strain used was HD56-5A (ATCC-90785). This strain has the following genotype: NfAT 
20 ali*a, ura3-52, leu2-3, leu2-112, his3-ll, his3-15, MAL*. SUC*, GAL*. Preferably, yeast mutants can be 
employed that have deficient post-transladonal pathways. Such mutants may have translocation deficient alleles 
in 5«£71, sec72j sec62, with aimcated secll being most preferred. Alternatively, antagonists (including 

antisense nucleotides-and/or-UgaiKls)-which-interfere-with the nonnal-operati(m-of-di^ — 

inqilicated in dus post translation padiway (e.g., SEC61p, S£C72p, SEC6^, S£C63p, TDJlp or SSAlp-4p) 
25 or the con^>lex formation of diese proteins may also be preferably enqiloyed in combination with the amylase- 
e^qnessing yeast. 

Transformation was performed based cm die protocol oud bed by Gietz et al . , Nucl. Acid. Res.. ^: 1425 

(1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 nd) and grown 

overnight at 30''C. The YEPD brodi was prepared as described in Kaiser etal., Mediods in Yeast Genetics . 
30 Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culmre was then diluted to 

about 2 X 10^ cells/nd (approx. ODfioo-0.1) into fresh YEPD brodi (500 ml) and regrown to 1 x 10 ^ ceUs/ml 

(qyprox. OD^=0.4^.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor bottles in a 

Sorval GS3 rotor at 5,000 rpm for 5 minutes, die supernatant discarded, and dien resuspended into sterile water, 
35 and cemrifuged again in 50 ml falcon tubes at 3,500 rpm in a Beckman GS-6KR centrifi^e. The siq)ematam 

was discarded and the cells were subsequendy washed widi UAc/TC (10 ml, 10 mM Tris-HCH, 1 mM EDTA 

pH 7.5, 100 mM UjOOCCH)), and resuspended into LiAc/TC (2.5 ml). 
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Transformation took place by mixing the prepared cells ( 100 /*!) with freshly denatured single stranded 
salmon testes DNA (Lofstrand Labs, Gaithersburg. MD) and transforming DNA (1 /ig. vol. < 10 |d) m 
microftige tubes, The mixture was mixed briefly by vortexing. then 40% PEG/TE (600 
glycol.4000, 10 mM Tris-HQ, 1 mM EDTA, 100 mM UjOOCCHj, pH 7.5) was added. This mixture was 
gently mixed and incubated at 30^*0 while agitating for 30 mmutcs. The cells were then heat shocked at 42'C 
5 for 15 minutes, and the reaction vessel ccntrifuged m a microfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 /d, 10 mM Tris-HQ, 1 mM EDTA pH 7.5) foUowed by rccentrifugatian. The cells 
were then dUutcd into TE ( 1 ml) and aliquols (200 were spread onto the selective media previously prepared 

in 150 mm growth plates (VWR). 

Altemadvely, instead of multiple small reactions, the transformation was performed using a smgle, large 
10 scale reaction, wherein reagent amounts were scaled up accordmgly. 

The selective media used was a synthetic complete dextrose agar lackmg uracil (SCD-Ura) prepared as 
described in Kaiser et al., Mefliods in Yeast Genetics, Cold Spring Hartxw Press, Cold Spring Haibor, NY, p. 
208-210 (1994). Transfonnants were grown at 30"C for 2-3 days. 

The detection of colonies secreting amylase was performed by including red starch in the selective 
15 growthmedia. Starch was coupled to the red dye (Reactive Red-120, Sigma) as per die procedure de^ 

Bidy et al. , Ami. Biochem.. 122: 176-179 (1988). The coq)led starch was incorporated into the SCD-Uia agar 
plates at a final concentration of 0. 15% (wAv). and was buffered with potassium phosphate to a pH of 7.0 (50- 
100 mM final concentration). 

The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 
20 Older to obtain weU isolated and identifiable single colonies. Well isolated single colcmies positive for antylase 
secretion were detected by direct incorporation of red starch into buffered SCD-Ura agar. Positive colcmies were 
determined by their abiUty to break down starch resulting in a clear halo around the positive colony visualized 
directly. 

25 4. Illation of DNA hv PCR Amplifjcation 

When a positive colony was isolated, a portion of it was picked by a toothpick and dihited into sterile 
water (30 f*l) in a 96 well plate. At this time, the positive colonies were either fiozen and stored for subsequent 
analysis or immediately amplified. An aliquot of cells (5 was used as a template for die PCR reacticm m a 
25 fd volume containing: 0.5 fd Klentaq (Clontcch. Palo Alto, CA); 4.0 10 mM dNTFs (Perkm Ehner- 
30 Cetus); 2.5 /il Kentaq buffer (Clontedi); 0.25 fd forward oligo 1 ; 0.25 fd reverse oligo 2; 12.5 id distiUed water. 
The sequence of the forward oligonucleotide 1 was: 

<>,Tn.T A A A ArnArnnrr AGTTAAATAGACCTGCAATTATTAATCT-3' (SEQIDN0:3) 

The sequence of reverse oligonucleotide 2 was: 

^■-r^Ar^.AAArAr^ATnACCACCTGCACACCTGCAAATCCATT-3' (SEQIDN0:4) 

35 PCR was then performed as follows: 

a. Denanire 92*"^ 5 minutes 

b. 3 cycles of: Denamre 92**C, 30 seconds 
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Anneal 
Extend 


59*C. 
72*C, 


30 seconds 
60 seconds 


c. 


3 cycles of: 


Denature 

Anneal 

Extend 


57 C, 


92**C, 30 seconds 
30 seconds 
60 seconds 


d. 


25 cycles of: 


Denature 

Anneal 

Extend 


55*C, 


92**C, 30 seconds 
30 seconds 
60 seconds 


e. 




Hold 




4^C 



The underlined legkms of the oligonucleotides annealed to the ADH promoter regi(m and the amylase 
region, reflectively, and amplified a 307 bp region from vector pSST-AMY.O when ix> insert was presoit. 
IS Typically, the first 18 nucleodctes of die 5' end of these oligomicleoddes contained annealing ntes for the 
sequencing primers. Thus, the total product of the PGR reaction from an eixqyty vector was 343 bp. However, 
signal sequence-fused cDNA resulted in considerably longer nucleodde sequences. 

Followiqg the PGR, an aliquot of the reaction (S ^) was examined by agarose gel electroplKnesis in 
a 1% agarose gel using a Tris-Borate-EDTA (TBE) buffering system as described by Sambrook et al., sunra. 
20 Clones resulting in a single strong PCR product larger dum 400 bp were fiinher analyzed by DNA sequencing 
after purificadon with a 96 Qiaquick PCR clean-up column (Qiagra Inc. , Cbatsworth, CA). 

EXAMPLE 3: Isolation of cDNA Clones Using Signal Algori thm Ana^yy^y 

Various polypeptide-encoding nucleic acid sequences were idendfied by applying a prc^irietaiy signal 

25 sequence finding algorithm developed by Genentech, Inc. (South San Francisco, CA) upon ESTs as well as 
clustered and assembled EST fragments from public (e.g., GenBank) and/or private (LIFESEC)*, Incyte 

Pharniaceudcab, Inc.,-Palo Alto,-CA) databases.- -The signd sequence algoritto 

score based on the character of the DNA nucleotides surrounding the first and optionally the second methionine 
codon(s) (ATG) at the 5*-end of the sequence or sequence fragment tmder consideration. The nucleotides 

30 foUowing the first ATG nmst code for at least 35 unambiguous amino acids withom any stc^ Ifthefirst 
ATG has the required aniino acids, the second is not exammed. If neither meets the requirement, the candidate 
sequence is not scored. In order to determine whether the EST sequence contains an authentic signal sequence, 
the DNA and corresponding amino acid sequences surrounding die ATG codon are scored using a set of seven 
sensors (evaluation parameters) known to be associated with secretion signals. Use of this algoridmi resulted 

35 in the identification of numerous polypeptide-encoding nucleic acid sequences. 

EXAMPLE 4: Isolation of cDNA clones Encoding Human PR0281 

In order to obtain a cDNA clone encoding PRQ281, medKxls described in Klein et al., ftcoc. Nad. 
Acad. Sci. USA 93:7108-71 13 (1996) were employed widi the following modifications. Yeast transformaticm 
40 was performed with limiting amounts of transforming DNA m order to reduce the number of multiple 
transformed yeast cells. Instead of plasnud isolation fiom the yeast foUowed by transformation of £. coli as 
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described in Klein et al., suora. PGR analysis was performed on single yeast colonies. PGR primers employed 
were bipartite in order to saaplify the insert and a small portion of the invertase gene (allowing to determine that 
the insert was in frame with invertase) and to add on universal sequencing primer sites. 

An invertase library was transformed into yeast and positives were sdected on sucrose pla^ Positive 
clones were le-tested and PGR products were sequenced. The sequence of one clone, PR028U was determined 
5 to contain a signal peptide coding sequence. Oligonucleotide primers and probes were designed using the 
nucleotide sequence of PR0281. A full length plasmid library of cDNAs from human umbilical vein 
endothelium tissue was dtered and approximately 100,000 cfu were plated in 192 pools of 500 dii/pool into 96- 
well round bottom plates. The plates were sealed and pools were grown ovemig^ at 37>C with shakmg 
(200rpm). PGR was performed on the individual cultures using primers. Agarose gel electrophoresis was 

10 performed and positive wells were identified by visualization of a band of the e;q>ected size. Individual positive 
clones were obtained by colony lift followed by hybridization with ^P-labeled oligonucleotide. These clones 
were characterized by PGR, restriction digest, and soudiem blot analyses. 

A fuU lengtii clone was identified ihat contained a single open reading frame with an appaxem 
translational initiation site at nucleotide positions 80-82, and a stop signal at nucleotide positions 11 15-11 17 

IS (Figure 1, SEQ ID N0:1). The predicted polypeptide precursor is 345 amino acids long* has a calculated 
molecular weight of approximately 37,205 daltons and an estimated pi of approximately 10. 15. Analysis of die 
full-length PR0281 sequence shown in Figure 2 (SEQ ID NO:2) evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 14, multiple transmembrane donuuns from about 
amino acid position 83 to about amino acid position 105, from about amino acid position 126 to about amino acid 

20 position 146, from abotu amino acid position 158 to about amino acid position 177, from about amino acid 
position 197 to about amino acid position 216, from about amino acid position 218 to about amino acid position 
238, from about amino acid position 245 to about amino acid position 265, and from about amino acid position 
271 to about amino acid position 290 and an amitK> acid sequence block having homology to G-protein coupled 
receptor proteins from about amino acid 1 15 to about amino acid 155. Clone UN<J244 (DNA 16422- 1209) has 

25 been deposited witii ATCG on June 2, 1998 and is assigned ATCG deposit no. 209929. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of die full-length sequence shown in Figure 2 (SEQ ID NO:2), evidenced significant 
homology between the PR0281 amino acid sequence and the following Dayhoff sequences: H64634, 
AF033095_.l, B64815. YBHL^ECOU, EMEQUTR^l, AF064763_3. S53708, A69253, AF035413_12 and 

30 S63281. 

EXAMPLE 5: Isnlation of cDNA clones Encoding Human PR0276 

In order to obtain a cDNA clone encoding PR0276, methods described in Klein etal., PNAS. 93:7108- 
71 13 (1996) were enq)loyed witii die following modifications. Yeast transformation was performed with limiting 
35 amounts of transforming DNA m order to reduce the number of multiple transformed yeast cells. Instead of 
plasmid isolation from the yeast followed by transformation of E, coU as described in Klein et al., suora. PGR 
analysis was performed on single yeast colonies. PGR primers employed were bipartite m order to anq)lify the 
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insenaiidasriudliK)rii<>noftheinveitasegene(aUow^ 
and to add on imiveisal supecdag primer sites. 

An mvertase library was transformed into yeast and positives were selected <m sucrose plates. Positive 
cloneswercre-testedandPCRprodnctswercsequenced. The sequence of one done. PR0276. was determined 
to contain a signal peptide coding sequence. OHgonucleotide primers and probes were designed using ihc 

5 BUcleotidesequcnceofPR0276. AM length plasmidUbnayofcDNAs from Imman fetal Uvercelb was tit^ 
and approximately lOO.OOO cfu were plated in 1« pools of 500 cfti/pool into 96-^ "The 
plates were sealed and pools were grown overnight at 37 C with shaking (200ipm). PCR was performed on the 
individual cultures usingprimers. Agarose gd electrophoresis was performed and positive wells were identified 
by visualization of a band of the eitpected size. Individual positive clones were obtained by coloiiy Uft foUowed 

10 by hybridization wifli "P-labekd oligonucleotide. Hiese clones were characterized by PCR. restriction digest. 

and souOem blot analyses. 

A fall lengdi daat was identified that contained a single open readfaig frame witti an ^)parent 
ttanstadonal initiation site at nudeodde positions 180-182 and a stop signal at nucleotide positions 933-935 
(Figure 3; SEQ ID NO:5). The predicted polypeptide precursor is 251 amino acids long has a calculated 
15 molecular weight of approximately 28.801 daltons and an estimated pi of approximately 9.58. The 
mnsmembrane domains ar« approximately at ammo acids 98- 1 1 6 and 1 52- 1 72 of the sequence shown in Figure 
4 (SEQ ID NO:6). Qone DNA16435-1208 (UN(J243) has been deposited wiiii die ATCX: and is assigned 

ATCC deposit no. 209930 . 

An analysis of tiic Dayhoff database (version 35.45 SwissPiot 35). using a WU-BLAST-2 sequence 
20 aligmnent analysis of die full-length sequence shown in Figure 4 (SEQ ID NO:6), revealed some sequence 
identity between die PR0276 amino acid sequence and the following Dayhoff sequences: CEG25D7_2, 
ATr805_2. S69696. GRHR.RAT. NPCBAABCD_3. AB013149_1. P_R85942 and AP000006_5. 



RX AMPLE 6; ic»ia^nn nf rriNA cloP« Unending Human PR0189 

25 A clone designated herein as DNA14187 was isolated as described in Example 2 above from a human 

retina tissue library. nKDNA14187 sequence is shown m.Figure 7 (SEQ ID NO:9). Based on the DNA14187 
sequence shown in Figure 7 (SEQ ID N0:9). oligomicleotides were synthesized: 1) to identify by PCR a cDNA 
Ubiaiy that contained the sequence of interest, and 2) for use as probes to isolate a clone of tiie fiill-length codmg 
sequence for PROi89. Forward and reverse PCR primers generally range from 20 to 30 nucleotides and are 

30 often designed to give a PCR product of about 100-1000 bp in length. The probe sequences are typically 40-55 
bpinlengfli. in order to screen several Ubraries for a fall-length clone. DNA from die libraries was screened 
ly rCIl flmpiifimtiffn. - r- " Protocols in Molecular BiolOCT. with die PCR primer pair. 

A positive Ubrary was tiien used to isolate clones encoding the gene of niterest using die probe oligonuckodde 

and one of die primer pairs. 
35 A pair of PCR primers (forward and reverse) were synflieazed: 

fnrward PCR Primer 5*-TTGACCTATACAGAGATTCATC-3' (SEQ ID NO: 10); and 
r^PrRnrim^ S-^AACAACrTCCCTCAGGATnT-S- (SEQIDNO:ll). 
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Addidcmally, a synthetic oligonucleotide hybridization probe was constructed from the DNA14187 sequence 
which had the foUowiog nucleotide sequence: 
hybridization probe 

5'-ATGAAGATCAATTTCAAGAAGCATGCACTTCTCCrCTTGC-3* (SEQ ID NO:12). 

In order to screen several libraries for a source of a full-lei^th clone, DNA from the libraries was 
5 screened by PGR amplificati<Hi with the PGR primer pair identified above. A positive library was dien used to 
isolate clones encoding the PR0189 gene using the probe oligonucleotide and one of the PGR primers. 

RNA for construction of the cDNAHbraries was isolated fnmi human retina tissue (L^ ThecDNA 
libraries used to isolate the cDNA clones were constructed by standard methods using commercially available 
reagents such as those from Invitrogen, San Diego, GA. The cDMA was primed widi oligo dT containing a NotI 
10 site» linked with blunt to Sail hemildnased adaptors, cleaved with NotI, sized q>propriately by gel 
electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or pRKD; 
pKKSB is a precursor of pRKSD that does not contain die Sfil site; see. Holmes et al.. Science , 253:1278-1280 
(1991)) in the unique Xhol and NotI sites. 

DNA sequencing of the clones isolated as described above gave the iiill-lengdi DNA sequence for 
15 PR0189 and die derived protem sequence for PR0189. 

The entire nucleotide sequence of DNA21624-1391 is shown in Figure 5 (SEQ ID NO:7). Glone 
DNA2 1624- 1391 contains a single open reading frame widi an parent translational initiation site at nucleotide 
positions 200-202 and endii^ at die stop codon at nucleotide positions 1301-1303 (Figure 5). The predicted 
polypeptide precursor is 367 amino acids Icmg (Figure 6). The full-length PRO 189 protein shown in Figure 6 
20 has an estimated molecular weight of about 41,871 daltons and a pi of about 5.06. Glone DNA21624-1391 has 
been deposited with the ATGG. Regarding the sequeEice, it is imderstood that the deposited clone contains the 
correct sequence, and the sequences provided herein are based on known sequencing techniques. 

Analyzing the amino acid sequence of SEQ ID NO:8, the putative N-glycosylation sites are at about 
amino acids 224-227, 246-249 and 285-288. A domain for cytosolic fatty-acid binding proteins is at amino acids 
25 78-107 of SEQ ID N0:8. The corresponding nucleotides can be routinely determined given die sequences 
provided herein. 

Some sequence identity was found to W01A6.1 and F35D11.11, G. Elegans proteins, designated in a 
Dayhoff database as GEWOl A6_10 and GELF35D1 1_1 1 , respectively. Some sequence identity was also found 
to an antigen to malaria and to restin, designated in a Dayhoff database as P_RQ5766 and AP014012_1, 
30 respectively. Some sequence identity was also found to a micrombule binding protein and to myosin, designated 
in a Dayhoff database as AF041382_1 and S07537, respectively. There is also some sequence identity with 1- 
(diosphatidylinositoM, 5-bisphosphate, designated as PIP1_RAT. 

EXAMPLE 7: Isolation of cDNA clones Encodme Human PROI90 
35 A clone designated herein as DNA14232 was isolated as described in Example 2 above from a human 

fetal retina tissue library. The DNA14232 sequence is shown in Figure 10 (SEQ ID N0:15). Based on the 
DNA14232 sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library diat contained 
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one of tbe primer pairs. 

A pair of PCR primers (forwaid and reverse) were synthesized: 

^^^^^^^ja^ S'-CrATACCTACKyrAGCrrCT-S' (SEQIDNO:ie);«.d 

^PTRnrimer S'-TCAGAOAATTCCnCCAGOA-y (SEQ ID N0:17). 

^^!^edco«gonucleoadehybHdiza^P«^wasco.^f^.b^ 

which had the following nucleotide sequence: 

^l^^^ACrrCATCCrcrrAATATGCrcCTTOTCAACA-S. (SEQ ID NO:18). 

to order «, screen several Ubr-ries for a source of a full-leng* done. DN A fnm the libraru» was 
s<«enedl^Paian.plifica.ionwi,h.hePCRpri«erpa^ A positive Ubrary was then «sed to 

isolate dones encoding the PRO190 gene t»ingthepr«*eoUgon«c.^^^^ 

RNAf6rconstructionof.hecDNAlibr3rieswasisola,edfron.hun«u,retmt^ ThecDNA 

Uhraries used to isolate the cDNA clones were constructed by suuKlard tncthods using commerdaUy avaiU*^ 
^en.ssuchas,hosef^n.tovitrogen.SanDiegP.CA. ^cDNA was priced with oligodTcontau^ a NotI 
^ Bnlced with blunt to SaU hen^ adaptors, cleaved with Notl. sized appro^ly .^el 
electrophoresis, and Cloned in a def^ orientation into a suit^ 

pKKS B isaprecursor of PRK5D that d oesnotcontain the sm site; see. Ho.^ Ss^fi. ^.1278-1280 
(1991)) in the unique Xhol and Nott sites. 



25 



30 



35 



n the unique Xhol ana Nou sues. 

DNAsequendngoftheclonesisolatedasdescribed above gave sequences wW^ 
DNA sequence for PRO190 [herein designated as DNA23334- 1392] (SEQ ID NO: 13) and the derived proteut 

""^m^^^llecdde sequence of DNA23334-1392 is shown In Figu« 8 (SEQ ID N0:13). Qone 

DNA23334.1392co«ainsasingleopenreadingframewithanappa«nt^^^ 

positionsl93-I95andwhid>endsat.hestopcodonatnucleotideposiU^ 

polypeptide precursor is 424 amino acids long (Figure 9). m full-lengd, PRO190 protein shown in Bgute 9 
i:lres.lnlmolecularwei^ofahout48^dal^andaplofa^ Clone DNA23334-1392 ^ 
beendeposit^lwith^eATCC. Regarding .he sequence, it is understood that d.e deposited done con^ 
correa sequence, and the sequences provided herein are based on 1^^ 

Analyzing the aminoacidsequenceofSEQmNO:14.theputaavetransmembranedomains 

amino acids 1^36. 50-74. .47-168. 229^. 271^. 298-318 and 328-368 of SHQ ^ N0:14. N- 
glyco^laUon sites are at about ami«> acids 128-131. 204-207. 218-221 and 274-377 of SEQ ID N0:14. n« 
corresponding nucleotides can be routinely determined given d« sequences provided herem. 
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PRO190 has sequence identity with at least the following Dayhoff sequences designated as: 
CEZK896J, JC5Q23, GMSl^SCHPO and S44668. 

EXAMPLE 8 : Isolation of cDNA clones Encodin g Human PVtn^} 

A clone designated herein as DNA12920 was isolated as described in Exanq)le 2 above from a human 
5 placenta tissue library. The DNA12920 sequence is shown in Figure 13 (SEQ ID N0:21). The DNA12920 
sequence was then compared to various EST databases including public EST databases (e.g., GenBank)* ^ a 
proprioary EST database (LIFESEQ**, Incyte Pharmaceuticals, Palo Alto, CA) to identify homologous EST 
sequences. The comparison was performed using the computer program BLAST or BLAST2 [Altschul et al.. 
Methods in Enzvmologv. 2g6:460-480 (1996)]. Those comparisons resulting in a BLAST score of 70 (or m 

10 some cases, 90) or greater that did not encode known proteins were clustered aixl assembled mto a consensus 
DNA sequem:e with the program "{rfm^" (Phil Green, University of Washington* Seatde, Washington). This 
consensus sequence is herein designated DNA25314. Oligonucleotide primers based i^Km Ifae DNA253I4 
sequence were then synthesized and employed to screen a human placenta cDNA library which resulted in the 
identification of the DNA26288-1239 clone shown in Figure 1 1 . The cloning vector was pRK5B (pRiC5B is a 

IS precursor of pRKSD that does not contain the Sfil site; see. Holmes et al. , Science . 253 : 1 278-1280 (1991)), and 
the cDNA size cut was less than 2800 bp. 

A full length clone was identified that contained a single open reading firame with an a]^iarent 
translatkmal initiation site at nucleotide positions 380-382, and a stop signal at nucleotide positions 1754-1756 
(Figure 11, SEQ ID NO: 19). The predicted polypeptide precursor is 458 amino acids long, has a calculated 

20 molecular weight of approximately 50,264 daltons and an estimated pi of a;^roximate!y 8. 17. Analysis of the 
full-length PR0341 sequence shown m Figure 12 (SEQ ID NO:20) evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 1 7, transmembrane domains from about amino acid 
171 to about amino acid 190, from about amino acid 220 to about amino acid 239, from about amino acid 259 
to about amino acid 275, from about amino acid 286 to about amino acid 305, from about amino acid 316 to 

25 about amino acid 335, from about amino acid 353 to about amino acid 378 and from about amino acid 396 to 
about amino acid 417 and potential N-glyco^lation sites from about amino acid 145 to about anuno acid 147 
and from about amino acid 155 to about amino acid 158. Clone DNA26288-1239 has been deposited with 
ATCC on April 21, 1998 and is assigned ATCC deposit no. 209792. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 

30 alignment analysis of the full-length sequence shown in Figure 12 (SEQ ID MO:20), evidenced homology 
between the PR0341 amino acid sequence and the following Dayhoff sequences: S75696, H69788, D69852, 
A69888. B64918. F64752, LPU89276_1, (364962, S52977 and S44253. 

EXAMPLE 9: Isolation of cDNA clones Encoding Hu man PRO180 
35 A clone designmed herein as DNA12922 was isolated as described in Example 2 above from a human 

placenta tissue library. The DNA12922 sequence is shown in Figure 16 (SEQ ID NO:24). The DNA12922 
sequence was then compared to varioiis EST daubases iiK:]uding public EST databases (e.g., GenBank), and a 
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had liie following sequence, 

5'-ACCrcrrrAGAAATOTG0rG(nTrCAGCAAO«XTCAGTrr(^^ 

p„,bc v«» used «, ««en . hunum placema library 
above Tl«cloningvec«,rwaspI«5B(pRK5BUaprecursorofpRK5D«u«d^ 
10 Hotaes et al.. ^:1278.12«) (1991)); and *e cDNA size cut was less U«n 2800 bp. A done 

designated herein as DNA26843-1389 was obtained. 

^emi«nucleocidese<penceofDNA26843.l389isshownin Fi^ H <SEQ ID NO:22). Qone 

DNA26843-1389containsasingleopenn«««nglhm^ 
posido^. m^lS^Klendingatthestopcodoaatn^^leotidepos^^ 
15 !^^precun«,ris266anunoacidslong(r^l5). m fUll-length PRO180 protem ^own u. F.^ 
^rlelZnK.ecularwe^tofabo«29.766dalt«.a.-aplofab«^ 
basbeendepositedwitbtheATCC. Regarding *e s«^. it is unde^ llu« .be deposited c,^ 

d«correctsequence,and.bese<r«K«.pravidedbereina^ 

M c*.mii^ of SEO ID NO:23, the transmembrane domains are at aooui 
Still analyring the ammo acid sequence ot rt^^^^ 
20 an^acidsl3-33(typen).54-73.9*-113. 160-l«0andm-141orSEQlDNO:23. ^'^^^ 
areatabo«an^acids57^.95.100.99-104.124.129andl83-188ofS«^^^^ Ue correspondu^ 

nucleotides can be routine ly determined given the seque nces provided herem. 

^"ana^slsofflte-^^atabasetv^as;*^^^ 

a,igu„u^analysisofthef.U.eng.b«^sbowninFigure 
25 idendty between tbe PR0180 amino acid sequent ami the following Dayhoff sequences: CEC33A11_2. 
CEGl IE6J. CELW03A5 J AND PEU83861_2 (NADH dehydrogenase subunit 4U mitod^ 

PY AMPLE 10: T-i-'-l Af ""'^^ '^'""'^ ^"^^^ ^^''"''^ P^^*^ , ^ 

i;;;;se„sus DN a sequence was assembled relative to other EST sequences using phrap as described 
30 in Example 1 above, m consensus sequence is herein DNA19464. Based on the DNA19464 consensus 
seqnence.oiigonucleotidesweresyn.he^:l)toid^^ 

ofin.e«st.and2)foruseasp«>bestoisola,eacloneof.hefuU.lengthcodingse^ PCR 
primers(forwarda«lre,«rse)weresyn.hesizedbasedupon.heDN^ Additi«^. a synthetu: 

oligon»cleotidehybridizationprobewascons.n>c,edfiom,hecon«^ 

to order to screen several Ubraries for a souree of a fyi-length clone. DNA f^^ 
«:^byP«ampUficationwi.htheI<:RprimerpairidentM^^^ A positive Ubrary was then u«d« 
isolate clones encoding (he PR0194 gene using .be probe oUgonudeotide and one of the PCR pnmers. RNA 
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for construction of the cDNA libraries was isolated ftom human fetal hu^ tissue (LIB25). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence lor 
PR0194 fherem designated as DNA26844.1394] (SEQ ID NO:27) and the derived protein sequence for 

PRom. 

The entffe nucleotide sequence of DNA26844-1394 is shown in Figure 17 (SEQ ID NO:27). Clone 
5 DNA26844-1394 contams a sixigle open reading frame with an apparent translational initiation site at nucleotide 
positions 81-83 and endmg at the stop codon at nucleotide positions 873-875 (Figure 17). The predicted 
polypeptide precursor is 264 amino acids long (Figure 18). The full-length PR0194 protem shown in Figure 
18 has an estimated molecular weight of about 29,665 daltons and a pi of about 9.34. Analysis of the fiill-lengdi 
PR0194 sequence shown in Figure 18 (SEQ ID NO:28) evidences the presence of various unportam 
10 polypqxides domains as shown in Figure 18. Clone DNA26844-1394 has been deposited with ATCC on June 
2, 1998 and is assigned ATCC deposit no. 209926. 

Analysis of the anuno acid sequence of the fuU-lengtii PR0194 polypeptide suggests that it does not 
exhibit significant sequence similarity to any known human protein. However, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some homology between the PR0194 amino acid sequence and 
15 die following Dayhoff sequences. HUMORFT^l, CET07F10_5. ATFCA9J2, F64934, YDJX_ECOU. 
ATAF00065719F29G20.19. H70002, S76980, H64934 and S76385. 

EXAMPLE 11: Isolation of cDNA clones Encoding Uum^^ ^^QV^} 

A clone designated herein as DNA15618 was isolated as described in Exanqile 2 above from a human 

20 fetal lung tissue library. The DNA15618 sequence b shown in Figure 21 (SEQ ID NO:31). Oligonucleotide 
probes were generated from die sequence of tb& DNA15618 molecule and were used to screen a human fetal lung 
library (LIB26) prepared as described in paragraph i of Example 2 above. The cloning vector was pRKSB 
(pRK5B is a precursor of pRK5D tiiat does not contam die Sfil site; see. Holmes ct al. , Science . 253 : 1278-1280 
(1991))» and the cDNA size cut was less tiian 2800 bp. 

25 A full length clone was identified that contained a single open reading frame with an apparent 

translational initiation site at nucleotide positions 159-161 and ending at die stop codon found at nucleotide 
positions 1200-1202 (Figure 19; SEQ ID NO:29). The predicted polypeptide precursor is 347 amino acids long, 
has a calculated molecular weight of iqjproximately 39,870 daltons and an estimated pi of approximately 6.76. 
Analysis of the full-lengtii PRO203 sequence shown in Figure 20 (SEQ ID NO:30) evidences die presence of 

30 die following: a type II ttansmembrane domain at about amino acid 64 to about amino acid 87; possible N- 
glycosylation sites at about amino acid 147 to about ammo acid 150, about amino acid 155 to about amino acid 
158, and about amino acid 237 to about amino acid 240; sequence identity widi heavy-metal-associated domain 
proteins at about amino acid 23 to about amino acid 45, and sequence identity widi D-isomer specific 2- 
hydroxyacid dehydrogenase at about amino acid 24 to about amino acid 34. Clone DNA30862-1396 was 

35 deposited witfi die ATCC on June 2, 1998, and is assigned ATCC dqmit no. 209920. 

Analysis of the amino acid sequence of die fidl-lcngdi PRO203 polypeptide suggests diat it possesses 
sequence similariOf to GST ATPase, diereby mdicaring diat PRO203 may be a novel GST ATPase. More 
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specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced homology between the 
PRO203 amino acid sequence and the foUowing Dayhoff sequences. AF008124J, CFRCD1GEN_1. and 
P_R82566, 

pCAMPLE 12: l^lar^rm of cPNA clones Encoding Human PRO290 

5 An expressed sequence tag (EST) DNA database (UFESEQ*. Incyte Pharmaceuticals, Palo Alto.CA) 

was searched and an EST was identified that had homology to beige and FAN. An oligonucleotide probe based 
jspm the identified EST sequence was dien syniheM2sed and used to screen human fcaal kidney cDN A libraries 
in an attempt to idendfy a full-lcngdi cDNA clone. The oligonucleoade probe had die foUowing sequence: 
yTGACn-GCACTACCCCGTGGCAAGCTmTGAGCCACKrrCAGCTGS' (SEQ ID NO:34). 

10 RNA for construction of cDNA libraries was isolated from human fetal kidney tissue. The cDNA 

Ubraries used to isolate the cDN A cltmes encoding human PRO290 were constructed by standard melhods using 
commercially available reagents such as those from Invitrogen, San Diego. CA. The cDNA was primed with 
oligo dT containing a NotI site, linked widi blunt to Sail hemikinased adaptors, cleaved widi Noll, sized 
appropriately by gel electrophoresis, and clwied in a defined orientation into a suitable cloning vector (such as 

15 pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see. Holmes et al.. Science 
253:1278-1280 (1991)) in die unique Xhol and Nod. 

A cDNA cl<Hie was identified and sequenced in entirety. The entire nucleotide sequence of DNA35680- 
1212 is shown in Figure 22 (SEQ ED NO:32). Clone DNA35680-1212 contains a single open reading frame with 
an apparem translational initiation site at nucleotide positions 293-295, and a stop codon at nucleotide positions 

20 3302-3304 (Figure 22; SEQ ID NO:32). The predicted polypeptide precursor is 1003 amino acids long. 

It is currendy beUeved diat die PRO290 polypeptide is related to FAN and/or beige. Clone DNA35680- 
1212 has been deposited with ATCC and is assigned ATCC deposit no. 209790. li is understood diat die 
a^ited cloiie has die actual correct sequence radier dian^*^ 



PRO290 protein shown in Figure 23 has an estimated molecular weight of about 1 12,013 daltcms and a pi of 
25 about 6.4. 

EXAMPLE 13: Isolation of cD NA Clones Encoding Human PR0874 

A consensus DNA sequence designated herein as DNA36459 was identified using phr^ as described 

in Exanq>le 1 above. Based on die DNA36459 consensus sequence, oligonucleotides were syndiesized: 1) to 
30 identify by PCR a cDNA library that contained die sequence of interest, and 2) for use as probes to isolate a 

clone of the coding sequence for PR0874. 

PCR primere (forward and reverse) were syndiesized: 

fnnvanl PCR Primer 5'-TCGTGCCCAGGGGCTGATGTGC-3' (SEQ ID NO:37); and 

reverse PCR primer 5'-GTCTTTACCCAGCCCCGGGATGCG-3' (SEQ NO:38). 
35 Additionally, a syndictic oligonucleotide hybridization probe was constructed ftxrai die consensus DNA36459 

sequence which had die following nucleotide sequence: 
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hyWdizatioin pr<^ 

5'-GCK:CTAATCCAACGTTCTGTCTTCAATCTGCAAATCTATG^ (SEQ id N0:39). 

In order to screen several libraries for a source of a clone, DNA from the libraries was screened by 
PGR anqiliification with the PGR primer pair identified above. A positive library was then used to isolate clones 
encoding the PR0874 gene using the probe oligonucleotide and one of the PGR primers. RNA for omstructiott 
5 of the cDNA libraries was isolated from human fetal hing tissue (LIB2S). 

DNA sequencing of the clones isolated as described above gave the DNA sequence for PR0874 [herein 
designated as DNA40621-1440] (SEQ ID NO:35) and the derived protein sequence for PR0874. 

The entu-e nucleotide sequence of DNA40621-1440 is shown m Hgure 24 (SEQ ID NO:35). Clone 
DNA40621-1440 contains a single open reading frame ending at die stop codon at nucleotide positions 964-966 
10 (Figure 24). The predicted polypeptide encoded by. DNA4G621-1440 is 321 amino acids long (Figure 25). The 
PR0874 protein shown in Figure 25 has an estimated molecular weight of about 36, 194 daltons and a pi of about 
9.85. Analysis of the FR0874 sequence shown in Figure 25 (SEQ ID NO:36) evidenced the presence of the 
following: a type II transmembrane domain at about ammo acids 57-80; additional transmembrane domains at 
about amino acids 1 10-126, 215-231, and 254-274; potential N-glycosylation sites at about amino acids 16-19. 
15 27-30, and 289-292; sequence identic with hypothetical YBR002c family proteins at about amino acids 276-287; 
and sequence identity with ammonium transporter proteins at about amino acids 204-230. Glone DNA40621- 
1440 was deposited with the ATGG on June 2, 1998, and is assigned ATGG deposit no. 209922. 

Analysis of the amino acid sequence of the PR0874 polypeptide suggests that it is a novel multi-span 
transmembrane protein. However, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
20 sequence identity between the PR0874 amino acid sequence and the following Dayhoff sequences: S67049, 
AFQ54839_1, S73437, S52460, and HIVU80570_1 , 

EXAMPLE 14: Isolation of cDNA Clones Encoding Human PRO710 

A yeast screening assay was employed to identify cDN A clones that encoded potential secreted proteins . 
25 Use of this yeast screening assay allowed identification of a single cDNA clone whose sequence (herein 

designated as DNA38190) is shown in Figure 28 (SEQ ID NO:42). Based on the DNA38190 sequence shown 

in Figure 28, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the 

sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO710. 

In order to screen several libraries for a full-length clone, DNA from the libraries was screened by PGR 
30 amplification, as per Ausubel et al., Chirrent Protocols in Molecular Biologv. with the PGR primer pair. A 

positive libraiy was then used to isolate clones encoding the gene of imerest using the probe oligonucleotide and 

one of the primer pairs. 

PGR primers (forward and reverse) were synthesized: 

forward PGR primer 5*-TTCGGCAAAGAGTTGTAGGAGGTGG-3* (S£QIDNO:43) 
35 reverse PGR primer 5'-ATTGACAAGATTGAGTGGGGTATGGG-3* (SEQIDNO:44) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA38190 sequence 

which had the following nucleodde sequence 
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5-Cn-GGATGCTCTCTCrrGCCn-GCAAGATCCTTCAGGCCTTCiTTCCAGT^ <SK} ID NO:45) 

In order to screen several Iflwiries for a source of a fuH-lenglh done. DNA from the Ubrarfcs was 
screened by PC» amplification wiih the PC» primer pair idcm^^ A positive library was then used to 

isolate clones encoding the PRO710 gene using the probe oligonucleotide and «» of the PCR primers. 

5 RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (UB227). 

The cDNA Ubraries used to isolate the cDNA clones were constructed by standard methods using commercially 
available reagents such as those from Invitrogen. San Diego, CA. The cDNA was primed with oligo iTT 
comainmg a Nod site, linked with bhmt to Sail hemikinased adaptors, dcaved with Ndtl. sized appropriately 
by gel electrophoresis, and doned in a defined orientation into a suitable cloning vector (sudi as pRKB or 

10 pRKD; pRK5B is a precursor of pRKSD that does not contain the Sfil site: see. Holmes et al.. Se«E£. 

251:1278-1280 (1991)) in die unique Xhol and Nod sites. 

A full length done was identified that contained a smgle open reading frame with an apparent 
mmslational initiation site at miclcotide positions 67-69 and endingMthestopcodon found at 
1765-1767 (Figure 26, SEQ ID NO:40). TTie predicted polypeptide precursor is 566 amino acids kmg, has a 

15 calculated mdecular weight of approximatdy 65,555 daltons and an estimated pi of approximaidy 5.44. 
AnalysU of the full-length PROTIO sequence shown to Figure 27 (SEQ ID NO:41) evidences die presence of 
the following: a signal peptide from about amino add 1 to about amino acid 32, a transmembrane domam from 
5ax>« amino acid 454 to abom amino add476. an aminoacyl-transferRNAsyntheta« signawre sequence 
from about amino add 6 to about amino add 26 and potential N-glycosylation sites from about amino arid 1 1 1 

20 to about amino acid 1 14. from about amino add 146 to about amino acid 149 and from about amino acid 292 
to about amino add 295. Qone DNA44161-1434 has been deposited with ATCC on May 27. 1998 and is 

asagned ATCC deposit no. 209907. 

Ana^rsis Of the amino acid sequence of the foil-length PRO710 p^^ 



significant sequence similarity to the CDC45 protdn. thereby indicating that PRO710 may be a novel CDC45 
25 homdog. Moie specificaUy. an analysis of die Dayhoff database (version 35.45 SwissProt 35) evidenced 
significam homology between the PRO710 amino acid sequence ami the following Dayhoff sequences. 
HSAJ3728_1. CEF34D10_1. S64939, UMU50276_1, TRHY.SHEEP. CELT14E8_1. RNAl.YEAST, 
LVU89340_i. HSU80736_1 and CEZK337_2. 

30 EXAMPLE 15: Isolation of cliNA clones Encoding Human PR0U51 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence Is hereto designated DNA40665. Based on the DNA40665 
consensus sequence, oligomicleoddes were synthesized: 1) to identify by PGR a cDNA libraiy that comatoed 
the sequence of interest, and 2) for use as probes to isolate a done of die Itall-length coding sequence for 
35 PROUSl. 
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PCR primers (fotward and reverse) were synthesized: 
forward |pCB,pTfiqeT 5*-CCAGACGCTGCTCTTCGAAAGGGTC-3' (SEQ ID NO:48) 
ISJEQS&jECLEiyaaS'-CCTCCCCGTAGGCCAGGTCCAGC-S' (SEQIDNO:49) 
Additionally, a synthetic oUgomicleotide hybridizatioii probe was constructed fiom the consensus DNA40665 
sequence which had die following nodeodde o^Tnrr 

5'<rrAClTCrrcAGCCTCAATGTGCACAGCrGGAATTACAAGGAGACGTACG-3' (SEQID NO:50) 

In order to sneen several libraries for a source of a fiiU-lengib done, DNA fitm the libraries was 
screened by PCR anqilificadon with the PCR primer pair identified above. A positive library was then used to 
isolate clones encodmg the PROllSl gene using the probe oligonucleotide and one of the PCR primers. RNA 
for constiuctian of the cDNA libraries was isolated fnm human fetal kidn^ tissue. 

DNA sequencing of &t clones isolated as described above gave the fuU-Iength DNA sequence for 
PROllSl (designated herein as DNA44694.1500 {Figure 29. SEQ ID NO:4(>l: and the derived protein sequence 
for PROllSl. 

The entire nucleotide sequence of DNA44694-1500 is shown in Figure 29 (SEQ ID NO:4fi). Clone 
15 DNA44694.|5(X) contains a smgte open reading ftamewiUi an ^^mtianslationa^ 

positions 272-274 and ending at the stop oodon at nucleotide positions 1049-1051 (Figure 29). The predicted 
polypeptide precursor is 259 amino acids long (Figure 30). The full-length PROl 151 protein shown m Figure 
30hasanestimatedmolecularweightofabout28.770dalttinsandapl of about 6.12. Analysis of the fiiU-lengdi 
PR01151 sequence shown in Figure 30 (SEQ ID NO:47) evidences the presence of the following: a signal 
20 peptide from about amino acid 1 to about amino acid 20, a potential N-glycosylation site from about amino acid 
72 to about amino acid 75 and amino acid sequence blocks having homology to Clq domain-containing proteins 
from about amino acid 144 to abom anuno acid 178. from abom amino acid 78 to abow amino acid 1 1 1 an^ 
about amino acid 84 to about amino add 117. Qone UNQ581 (DNA44694.i500) has been deposited with 
ATCC oa August 1 1, 1998 and is assigned ATCC deposit no. 203 114. 
25 An analysis of the Datyhoff database (version 35.45 SwissProt 35). using a WU-BLAST-2 sequence 

aUgmnent analysis of the fiiU-length sequence shown in Figure 30 (SEQ ID NO:47). evidenced significant 
homology between die PROl 151 amino acid sequence and die foUowing Dayhoff seqtnnces: ACR3 HUMAN, 
HP25_TAMAS. HUMC1QB2_1, P_R99306. CA1F_HUMAN. JX0369. CA24_HUMAN, S32436.'p_R28916 
and CA54_HUMAN. 

30 

P^AMPtfP Ifr Isolation of cDNA clones Encoding Human PR01282 

A consensus DNA sequence was assembled relative to other EST sequences using phr^ as described 
in Exan^le 1 above. This consensus sequence is designated herein as DNA33778. Based on theDNA33778 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA Ubraiy that contained 
35 die sequence of humst, and 2) for use as probes to isolate a clone of die fiiU-lengdi coding sequence for 
PROI282. 
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PCR primers (forwi^d and reverse) were synthesized: 
forward PCR primer 5TCTTCAGCCGCTTGCGCAACCTC3' (SEQ ID NO:53); and 
reverse PCR primer S'TTGCTCACATCCAGCTCCTGCAGG3' (SEQ ID NO:54). 

Additionally* a synthetic oiigoniicleotide hybridization probe was constructed from the consensus 
DNA33778 sequooce which had the following nucleodde sequence: 
5 hybridization probe 

5'TGGATGTTGTCCAGACAACCAGCTGGAGCTGTATCCGAGGC3* (SEQ ID NO:55). 

In (»der to screen several libraries for a source of a full-length clone. DNA from the libraries was 
screened by PCR amplificati(m with the PCR primer pair idendfied above. A positive library was then used to 
isolate clones encoding the PR01282 gene using the probe oligonucleodde and one of the PCR primers. RNA 
10 for construcdon of die cDNA libraries was isolated from human fetal liver. 

DNA sequencing of die clones isolated as described above gave die fidl-leogdi DNA sequence for 
PR01282(designated herein as DNA4549S-155b[Figure31. SEQ ID NO:51]; and die derived protein sequence 
fbrPR01282. 

The endre coding sequence of PR01282 is shown in Figure 31 (SEQ ID NO:Sl). Clone DNA4549S- 

15 1550 contains a single open reading frame with an s^iparent translational inidadon site at nucleotide posidons 
120-122» and an apparent stop codon at nucleodde positions 2139-2141 (SEQ ID NO:51). The predicted 
polypeptide precursor is 673 amino acids long. The signal peptide is at about amino acids 1-23; the 
transmembrane domain is at about amino acids 579-599; an EGF-like domain cysteine pattern signature starts 
at about amino acid 430; and leucine zipper patterns start at about amino acids 197 and 269 of SEQ ID NO:52, 

20 see Figure 32. Clcme DNA45495-1550 has been deposited widi die ATCC and is assigned ATCC deposit no. 
203156. The fuU-lengdi PR01282 protein shown in Figure 32 has an estimated molecular weight of about 
71,655 daltons and a pi of about 7.8. 

An.analysis_of_die^Da)1ioff_database. (version_35 .45_S wissftrot.35),_usiiig_a JWJrBLASTr2_sequenc^ 

alignment analysis of the fiiU-length sequence shown in Figure 32 (SEQ ID NO:52), revealed sequence identity 

25 between the PRO 1282 amino acid sequence and the following Dayhoff sequences (data from database 
incorporated by reference): AB007876_1, RNPLGPV_1, MUSLRRP_1, ALS_^PAPPA. AC004142_1, 
ALS^HUMAN. AB014462_.l . DMTARTAN J . HSCHON03_i and S46224. 

EXAMPLE 17: Isolation of cDNA clones Encoding Human PR0358 

Using the method described in Example 1 above, a single EST sequence was identified in the Incyte 
database, designated herem as INC31 15949. Eased on die INC31 15949 EST sequence, oligonucleoddes were 
synthesized to identify by PCR a cDNA Hbraxy that contained the sequence of interest and for use as probes to 
isolate a clone of the full-length coding sequence for PR0358. 

A pair of PCR primers (forward and reverse) were syndiesized: 
forward PCR primer 5^TCCCACCAGGTATCATAAACTGAA-3' (SEQIDNO:58) 
reverse PCR primer S'-TTATAGACAATCTGTTCTCATCAGACAO' (SEQ ID NO:59) 
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A probe was also synthesized: 

5'-AAAAAGCATACTTGGAATGGCCCAAGGATAGGTGTAAATG-3' (SEQ ID NO:60) 

In order to screen several libraries for a source of a full-lragtfa clone, DNA firom die libraries was 
screened fay PCR amplincation widi the PCR primer pair identified above. A positive lifaraiy was then used to 
isolate clones encoding die PR0358 gene using die probe oligonucleotide and one of die PCR primers. RNA 
5 for constnicdon of the cDNA libraries was isolated fnm human bone marrow (IJB256) The cDN A libraries 
used to isolated die cDNA clones were constructed by standard methods using commercially available reagents 
such as dx>se from Invitiogen, San Diego, CA. The cDNA was primed widi oligo dT containmg a NotI site, 
linked widi blunt to Sail hemikinased adaptors, cleaved with NotI, sized appropriately by gel electropboresis, 
and cloned in a defined orientation into a suitable clomng vector (such as pRKB or pRKD; pRK5B is aprecursor 
10 of pRKSD that does not contain die Sfil site; see, Hobnes et al.. Science. 253:1278-1280 (1991)) in the unique 
Xhol and NotI sites. 

DNA sequencing of die clones isolated as described above gave the full-leogth DNA sequence for 
PR03S8 (Figure 33, SEQ ID NO:S6) and die derived protein sequence for PR0358 (Figures 34, SEQ ID 
NO:57). 

IS The entire micleodde sequence of the clone identified (DNA47361-1 154) is shown in Figure 33 (SEQ 

ID NO:56). Clone DNA47361-1154 ccmtains a single open reading frame with an apparent translational 
initiation site (ATG start signal) at nucleotide positions underlined in Figure 33. The predicted polypeptide 
precursor is 811 amino acids long, including a putative signal sequence (amino acids 1 to 19), an extracellular 
domain (amino acids 20 to 575, including leucine rich repeats in the region from position 55 to position 575), 

20 a putative transmembrane domain (amino acids 576 to 595). Clone DNA47361- 1 249 has been deposited with 
ATCC and is assigned ATCC deposit no. 209431. 

EXAMPLE 18: Isolation of cDNA clones Encodine Human PRO1310 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
25 in Example 1 above. This consensus sequence is designated herein as DNA37164. Based on the DNA37164 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
die sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1310. 

PCR primers (forward and reverse) were synthesized: 
30 forwani PCR primer: 5'GTTCTCAATGAGCTACCCGTCCCC3* (SEQ ID NO:63) and 
reverse PCR primer :5'CGCGATGTAGTGGAACTCGGGCTC3' (SEQ ID NO:64). 

Additionally, a syndietic oligonucleotide hybridization probe was constructed from the consensus 
DNA47394 sequence which had die following nucleotide sequence: 
hyj^ridizatiop probe: 

35 5 ATCCGCATAAACCCTCAGTCCTGGTTTGATAATGGGAGCATCTGCATGAG3* (SEQ ID NO:65). 

In order to screen several libraries for a source of a fidl-lengdi clone, DNA from the libraries was 
screened by PCR amplification with die PCR primer pair identified above. A positive library was dien used to 
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isolate clones encoding the PRO1310 gene using the probe oligonucleotide and one of tbe PGR primers. RNA 
for construction of the cDNA libraries was isolated fmn human fetal liver tissue. 

DNA sequencing of ihe clones isolated as described above gave the fuU-lenglh DN A sequence for 
PRO1310 and the derived protein sequence for PRO1310. 

The entire coding sequence of PRO1310 is shown in Figures 35A-B (SEQ ID N0:61). Clone 

S DNA47394-1S72 contains a single open reading frame with an apparent translational tnitiadon site at nucleotide 
positions 326-328, and an apparent stop codon at nucleotide positions 2594-2596 (SEQ ID NO:61). The 
predicted polypeptide precursor is 765 amino acids loi^. The signal peptide is at about anuno adds 1-25 of SEQ 
ID NO:62. Clone DNA47394-1572 has been deposited with ATCC and is assigned ATCC deposit no. 203109. 
The full-length PROi310 protem shown in Figure 36 has an estimated molecular weight of about 85,898 daltons 

10 andaplof about 6.87. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST-2 sequence 
alignment analysis of the full-lengifa sequence shown in Figure 36 (SEQ ID NO:62), revealed sequence identity 
between the PRO1310 amino acid sequence and tbe following Dayhoff sequences: AF017639_1, P_W36817, 
JC5256, CBPH^HUMAN, MMU23184J, CBPNJIUMAN, HSU83411_1, CEF01D4_7, RNU62897_1 and 

15 P_Wn851. 

EXAMPLE 19: Isolation of cDNA Clones Encoding Human PR0698 

A yeast screening assay was employed to identify cDN A clones that encoded potential secreted proteins. 

Use of this yeast screeniQg assay allowed identification of a siAgle cDNA clone whose sequence (herein 
20 designated as DNA39906) is shown in Figure 39 (SEQ ID NO:68}. Based on the DNA39906 sequence shown 

in Figure 39, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the 

sequeiKce of interest, and 2) for use as probes to isdate a clone of the full-length coding sequei^ for PR0698. 
In order to screen severa l lib raries for a full-length clone , D NA from the libraries was screened by PCR 

amplification, as per Ausubel ct al.. Current Protocols in Molecular Biolocv. with the PCR primer pair. A 
25 positive library was then used to isolate clones encoding the gene of interest using the probe oUgoimcleotide and 

one of die primer pairs. 

PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5'-AGCTGTGGTCATGGTC5GTGTGGTG-3* (SEQ ID NO:69) 

reverse PCR primer 5'-CTACCTTGGCCATAGGTGATCCGC-3' (SEQ ID NO:70) 
30 Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA39906 

sequence which had the following nucleotide sequoice 

hybridization probe 

5*-CATCACM:AAACCGTCTGTGGTTCAGCTCAACTGGAGAGGGTT-3' (SEQ ID N0:71) 

hi order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
35 screened by PCR amplification with tbe PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0698 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow tissue (LIB255}. The cDNA 
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libraries used to isolate the cDNA clones were constructed by standard methods using conuncrcially available 
reagents such as those from Invitrogen» San Diego, CA. The cDNA was primed with oligo dT oontanung a NotI 
site* linked with bhmt to Sail hemikinased adaptors, cleaved with NotI, sized appropriately by gel 
electroi^oresis, and cloned in a defined orientadon into a suitable cloning vector (such as pRKB or pRKD; 
pRK5B is a precursor of pRK5D that does not contain the SfH site; see, Holmes et al., Scieooe . 253: 1278-1280 
S (1991)) in the unique Xhol and Nod sites. 

A full length clone was identified that contained a single open readu^ frame with an apparent 
translational mitiation site at nucleotide posidoos 14- 1 6 and ending at the stop codon found at nucleotide positions 
1544-1546 (Figure 37, SEQ ID NO:66). The predicted polypeptide precursor is 510 amino adds long, has a 
calculated molecular weight of approximately 57,280 daltons and an estimated pi of q)proximately 5.61. 

10 Analysis of the full-length PR0698 sequence shown in Figure 38 (SEQ ID NO:67) evidences the presence of 
the following: a signal peptide from about amino add 1 to aboiu amino acid 20, potential N-glycosylation sites 
from about amino add 72 to about amino add 75, from about amino add 136 to about amino acid 139, from 
about amino add 193 to about amino acid 196, from about amino add 253 to about amino acid 256, from about 
amino acid 352 to about amino add 355 and from about ammo acid 4 1 1 to about amino acid 4 14 an amino add 

IS block having homology to legume lectin beta-chain proteins from about amino acid 20 to about amino acid 39 
and an amino add block having homology to the HBGF/FGF family of proteins from about amino add 338 to 
about ammo acid 365. Qone DNA48320-1433 has been deposited with ATCC on May 27, 1998 and is assigned 
ATCC deposit no. 209904. 

Analysis of the amino add sequence of the full-length PR0698 polypeptide suggests that it possesses 

20 sigmficant sequence similarity to die olfactomedin protein, thereby indicating that PR0698 may be a novel 
olfactomedin homolog. More speciHcally, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced sigmficant homology between the PR0698 amino acid sequence and the following Dayhoff sequences, 
OLFM_RANCA. 173637, AB006686S3_1, RNU78105_l, RNU72487_1. P_R98225, CELC48E7_4, 
CEFl 1C3 J, XLU85970_1 and S42257. 

25 

EXAMPLE 20: Isolation of cDNA Clones Enco^nf! Human PR0732 

A yeast screening assay was employed to identify cDNA clones that encoded potential secreted proteins. 
Use of this yeast screening assay allowed identification of a single cDNA clone \iy^ose sequence (herein 
designated as DNA42580) is shown in Figure 45 (SEQ ID NO:77). The DNA42580 sequence was dien 

30 compared to a variety of known EST sequences to identify homologies. The EST databases enq>loyed ii^luded 
public EST databases (e.g., GenBank) and a proprietary EST DNA database (UFESEQ^, Incyte 
Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or BLAST2 
(Altshul et al., Methods in Enzvmology 266:460-480 (1996)) as a comparison to a 6 frame translation of the EST 
sequence. Those conq>arisons resulting in a BLAST score of 70 (or in some cases 90) or greater duu did not 

35 encode known proteins were clustered and assembled into consensus DNA sequences with the program "phrap** 
(Phil Green, University of Washington, Seattle, Washiiigton). 
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Using the above analysis, a consensus DNA sequence was assembled relative to other EST sequences 
usingphtap. This consensus sequence is herein designated consenOl. Proprietary Gcnentech EST sequences 
were employed in the consensus assembly and they are herein designated DNA20239 (Figure 42: SEQ ID 
NO:74). DNA38050 (Figure 43; SEQ ID NO:75) and DNA40683 (Figure 44; SEQ ID NO:76). 

Based on the cmseflOl sequence, oligonucleoddes were synthesized: 1) to identify by PCR a cDNA 

1 Ubraiy that contained the sequence of interest, and 2) for use as probes to isolate a done of the fiiD-length coding 
sequence for PR0732. Forward and reverse PCR primers generally range ftom 20 to 30 nucleotides and are 
often designed to give a PCR product of about 100- 1000 bp in length . The probe sequences are typically 40-55 
bpinlengdi. to some cases, additional oligonucleotides are synthesized when the consensus sequence is greater 
than about l-1.5Bip. In order to screen several libraries Car a fiiU-length done. DNA from the Ubraries was 

) screened by PCR anylification. as per Ausubel et al., Oirrenit Protocols in Mdecdar BiologY, with the PCR 
primerpair. A positive library was then used to isdate clones encoding the gene of interest ustog the probe 

oligonudeotide and one of the primer pairs. 

PCR primers (fiorward and reverse) were synthesized: 
f^«rd PCR Primer S'-ATOTTTGTGTGGAAGTGCCCCG-3' (SEQIDN0.78) 
5 Ward PCR immer S'-OTCAACATGCTCCTCroC-3- (SEQIDNO:79) 

PCR Primer 5'-AATCCATTGTCX:ACTGCAGCTCTAGG-3' (SEQIDNO:80) 
pv«m. PCR Primer 5 -GACCATGCCACCACTGGACTGAC-3- (SEQ ID NO:81) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the crasensus DNA44143 
sequence which had the following nucleotide sequence 
0 hybridization Probe 

5'.GCCOATGCrGTCCTAGTCGAAACAACTCCACTGTAACTAGATTGATCTATGCAC-3' tSEQ ID 
NO:82) 

In order to screen sevwd Ubiwes fOT~srsooree-of a'W^ 

screened by PCR amplification witii the PCR primer pairs identified above. A positive UTirary was then used 
25 to isolate dones encoding flie PR0732 geas using the probe oligonucleotide and one of the PCR primers. 

RNA for constniction of tiie cDNA libraries was isoUted from human fetal lung tissue (LIB26). The 

cDNA libraries used to isolate the cDNA clones were constructed by standard methods using commereially 

avaUable reagents such as those ftom Invitrogen. San Diego. CA. The cDNA was primed with digo dT 

contaimng a Had site, linted with blunt to SaU hemikinased ad^rs, cleaved wifli Nod, sized appropriately 
30 by gd dectrci*oresis, and cloned in a defined orienution inw a smtable clomng vector (such as pRKB or 

pRKD; pRKSB is a precursor of pRKSD flat does not contain the Sfil site; see. Holmes et al.. Science . 

253 ; 1278-1280 (1991)) in the unique Xhol and NoU sites, 

A M length done was identified diat contained a single open reading frame wifli an qiparem 

translational initiation site at nucleotide positions 88-90 and ending at the stop codon found at niicleotide positions 
35 1447-1449 (Figure 40. SEQ ID NO:72). The predicied polypeptide precursor is 453 amino adds long, has a 

calculated molecular weight of approximately 50.419 daltons and an estimated pi of ^jproximatdy 5.78. 

Analysis of the full-length PR0732 sequence shown in Figure 41 (SEQ ID NO:73) evidences Ox presence of 
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the foUowiog: a signal pq>tide ihim about amino add 1 to about amino acid 28, transmembrane domains from 
about amino acid 37 to about amino acid 57. Arom about amino add 93 to about amino acid 109, from about 
aminoacidl26toabomaminoacidl48, from about amino add 151 to abomamin^ 172, from about amino 
acid 197 to about amino acid 215, from about amino acid 231 to about amino add 245» from about amino add 
260 to about amino acid 279, from about amino acid 315 to abom amino add 333, from about amino add 384 
5 to about amino ac id 403 and from about amino acid 422 to about amino acid 447 , potential N-glycosy iation sites 
from about amino acid 33 to about amino acid 36, from about amino add 34 to about amino add 37, from about 
amino acid 179 to abom amino add 183, from about amino add 298 to about amino add 301, from abom ani^ 
add 337 to about amino acid 340 and from about amino acid 406 to about amino acid 409, an aminn acid block 
having homology to the MIP fomily of proteins from about amiix> acid 1 19 to about amino add 149 and an 

10 amino add blockhaving homology to DNA/RNA non-specific endonuclease proteins from about anuno acid 279 
to about amino acid 286. Cloae DNA48334-1435 has been deposited with ATCC on June 2, 1998 and is 
assigned ATCC deposit no. 209924. 

Analysis of the amino acid sequence of the full-length PR0732 polypeptide suggests diat it possesses 
significant sequence similarity to the Diff33 protein, thereby indicating that PR0732 may be a novel DifV33 

15 homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0732 ammo add sequence and the following Dayhoff sequences, 
HS179M20_^2, MUSTETU^l, CER11H6_2, RATDRP_l. S51256. E69226. AE000869J, JC4120, 
CYB_PARTE and P_R50619, 

20 EXAMPLE 21: Isolation of cDNA clones Encoding Human PRO! 120 

A consensus DMA sequence was assembled relative to other EST sequences using i^irap as described 

in Example 1 above. This consensus sequence is designated herein consen0352. The consen0352 seqiwnce was 

then extended using repeated cycles of BLAST and phrap to extend the consensus sequence as far as possible 

using the sources of EST sequences discussed above. The extended consensus sequence is designated herein as 
25 DNA34365. Based on the DNA34365 consensus sequence, oligonucleotides were synthesized: 1) to identify 

by PCR a cDNA library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the 

full-lei^ coding sequence for PRO 1120. 

PCR primers (forward and reverse) were synthesized: 

forward PCR Primers: 5*-GAAGCCGGCTGTCTGAATC-3' (SEQ ID NO:85), 
30 5*-GGCCAGCTATCTCCGCAG-3* (SEQ ID NO:86), 5*-AA(3GGCCTGCAAGAGAAG-3* (SEQ ID NO:87), 

5'-CACTGGGACAACTGTG<3G-3' (SEQ ID NO:88), 

5'-CAGAGGCAACGT(K3AGAG-3' (SEQ ID NO:89), and 

5*-AAGTATTGTCATACAGTGTTC-3' (SEQ ID NO:90); 

reveys^ PCR primers: 5'-TAGTACTTGGGCACGAGGTTGGAG-3' (SEQ ID N0:91), and 5'- 
35 TCATACCAACTGCTGGTCATTGGC-3* (SEQ ID NO:92). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA34365 
ccmsensus sequence which had the following nudeotide sequence: 
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hyhridizarion probe; 

5 .CrCAAGCrccrcGACACGGAGCGGCCGGTGAATC(KnTrcACrrG.3' (SEQ ID NO:»). 

In enter to screen several libraries for a source of a full-length clone, DNA from flie libraries was 
screened lyPCRan^lification Wiethe PCR primer pairs identified above. A positive Uhiary was ften used 
to isolate clones encodiiig tbe PRO 1 120 gene using the probe oligonucleotide and one of the PCR primers. RNA 
5 for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of flie clOTies isolated as described above gave the ftiU4ength DNA sequence fat 
PRO1120 (designated herein as DNA48e06-1479 [Figures 46A-B. SEQ ID NO:83]; and the derived protein 
sequence for FRO1120. 

nie endre coding sequence of PRO1I20 fa shown in Figures 4«A-B (SEQ ID NO:83). CkMie 
10 DNA48606-1479 contains a singte open reading framewifli an aRjarcmtranslationd 

pontions 608-610 and an apparem sti^ colon at nucleotide positions 3209-3211. The predicted polypq>tide 
precursor fa 867 amino adds long. The full-length PRO1120 protein shown in Figure 47 has an estimated 
molecuter weight of about 100,156 Daltons and a pl of about 9.44. Additional fcannes of the PROn20 
polypqnide inchide a signal peptide at about amino adds 1-17; a sulfatase signamre at about anuno adds 86-98; 
15 regions of homology to sulfiitases at about amino acids 87-106. 133-146. 216-229. 291-320. and 365-375; and 
potemialN-glycosylationsitesataboutamhioacids 65-68. 112-115. 132-135, 149-152, 171-174, 198-201,241- 
245, 561-564. 608^11, 717-720, 754-757. and 764-767. 

An analysfa of die Dayhoff database (version 35.45 SwfasProt 35). using a WU-BLAST-2 sequence 
alignmcm analysfa of die fuU-lengdi sequence shown in Figure 47 (SEQ ID NO:84). revealed significam 
20 homology between the PRO1120amh» acid sequence and die following D^ff sequences: CELK09C4_1. 
GL6S_HUMAN,G65169,NCU89492_1.BCU44852_1.E64903.P_R51355. STS_HUMAN. GA6S_HUMAN. 
and IDS_MOUSE. Clone DNA48606-1479 was dq>osited with die ATCC <» July 1. 1998. and fa assigned 
ATCX:"d^rn6T20304O. " 



25 RXAMPLE22: Isnlatiwi of cDN A '•'""es Encoding Human PR0537 

Use of die signal sequence algoridun described in Example 3 above allowed identification of an EST 
cluster sequence from die Incyte database, designated as tacyte EST duster no. 29605. TWs EST cluster 
sequence was dien compared to a varieqr of expressed sequence tag (EST) databases which inchided public EST 
databases (e.g.. GenBank)andaproprietaiy EST DNA database (UFESEQ*. Incyte Hiarmaceuticals. Palo Alto, 

30 CA) to identify exfating homologies. The homology seardi was performed using die computer program BLAST 
or BLAm (Altshul et al.. MpthnU^ in Enzvmologv 266:460-»80 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater diai did not encode known proteins were clustered and 
assembled into a consensus DNA sequence vi± die program "phrap" (Phil Green. Universify of Washington. 
Seatde, Washington). The consensus sequence obtained dierefrom fa herein designated DNA48350. 

35 In light of an observed sequence homology between die DNA48350 consensus sequence and an EST 

sequence encompassed widiin die Merck EST clone no. R63443, die Merdc EST clone R63443 was purchased 
and die cDNA insert was obtamed and sequenced. It was found diat difa insert encoded a fiiU-lengdi proirin. 
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The sequence of this cDNA insert is shown in Figure 48 and is herein designated as DNA49I41-1431. 

Clone DNA49141-1431 contains a siogle open reading frame with an apparent translatkmal initiation 
site at nuclecHide positions 97-99 and ending at the stop codon at nucleotide positions 442-444 (Figure 48). Hie 
predicted polypeptide precursor is US amino acids long (Figure 49). The full-length PR0537 protein shown 
in Figure 49 has an estimated molecular weight of about 13J83 daltons and a pi of about 12.13. Analysis of 
S the full-length PR0537 sequence shown in Figure 49 (SEQ ID NO:9S) evidences the presence of the followhtg: 
a signal peptide from about amino acid 1 to about amino acid 31, a potential N-glycosyladon site from about 
amino acid 44 to about amino acid 47» potential N-myristolation sites from about amino acid 3 to about amino 
acid 8 and from about amino acid 16 to about anoino acid 21 and an amino acid block having homology to 
multicopper oxidase proteins from about amino acid 97 to about amino acid 105. Clone DNA49141-1431 has 

10 been deposited with ATCC on June 23, 1998 and is assigned ATCC deposit no. 203003. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST-2 sequence 
alignment analysis of the fiill-lengdi sequence shown in Figure 49 (SEQ ID NO:95), evidenced homology 
between the PR0537 amino acid sequence and the following Dayhoff sequences: A54523, CELF22H10_2, 
FKH4_MOUSE,CnrXl_HUMAN,lJRBl_USTMA.ICNOB_PIAFN.A32895_l,AF036332_^ 

15 and HRP3_PLAFS. 

EXAMPLE 23: Isolation of cDNA clones Encoding Human PR0536 

Use of the signal sequence algoridmi described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated herein as ss.clu2437.init. This EST cluster sequence was 

20 then conq}ared to a variety of expressed sequecxce tag (EST) databases which included public EST databases 
(e.g., GenBank) and a proprietary EST DNA database (LIFESEC^. Incyte Pharmaceuticals, Palo Alto, CA) to 
idendfy existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al.. Methods in Enzvmolo^ 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 

25 assembled into a consensus DNA sequence with the program "phrap** (Phil Green, University of Washington, 
Seatde, Washington). The consensus sequence obtained therefrom is herein designated DNA4835I . 

In light of an observed sequence homology between the DNA48351 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. H11129, the Merck EST clone Hi 1129 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 

30 The sequence of this cDNA insert is shown in Figure 50 and is herein designated as DNA49142-1430. 

Clone DNA49142-1430 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 48-50 and endmg at the stq> codon at nucleotide positions 987-989 (Figure 50). The 
predicted polypeptide precursor is 313 amino acids long (Figure 51). The full-length PR0536 protein shown 
in Figure 51 has an estnnated molecular weight of about 34, 189 daltons and a pi of about 4.8. Analysis of the 

35 full-length PR0536 sequence shown in Figure 51 (SEQ ID NO:97) evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 25, a potential N-glycosylation site from about amino 
acid 45 to about amino acid 48 and an amino acid sequence block having homology to sulfatase proteins from 
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aboutaimiioacidl6toaboutaininoacid26. Qoiie DNA49142-1430 has been deposited wWh ATCC on June 

23, 1998 and is assigned ATCC deposit no. 203002. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST.2 sequence 
alignment analysb of the full-length sequence shown in Figure 51 (SEQ ID NO:97). evidenced homology 
between the PR0536 amino acid sequence and the foUowing Dayhoff sequences: APU46857_1. PK2_DICi)l. 
5 H64743. F5I14_18. CEAM.ECOU. GEN142tf7. H649e5. TCU39815_1. PSBJ.ODOSI and P_R06980. 

AMPLE 24; l«^lation ofcT }}t\ elnnea Enroding Human PR0535 

Use of die signal sequence algorithm described in Example 3 above allowed identification of an EST 
chistersequencefamithelncytedaiaba8e.designatedheretoass8.dul2«^^ This EST ctaster sequence was 

10 then compared to a variety of exi«ssed sequence tag (EST) databases which 

(e.g.. GenBank) and a proprietary EST DNA database (UFESEQ*. Incyte Pharmaceuticals. Palo Alto. CA) to 
identify ensdng homologies. The homology search was performed usmg die computer program BLAST or 
BLAST2 (Altshnl et al.. M.«hnH« in Knzvmologv 266:4«M80 (1996)). Those comparisons rtsidting in a 
BLAST score of 70 (or in some cases 90) or greater diat did not encode known proteins were 

15 assembled imo a consensus DNA sequence wifli du; program "phrap" (Phil Green. Universiiy of Washington. 
Seatde. Washington). The consensus sequence obtained dierefrom is herein designated DNA48352. Two 
propietary Genentech EST sequences were employed in die assembly are are herein shown m Figures 54 and 
55. 

In Ught of an observed sequence homology between the DNA48352 consensus sequence and an EST 
20 sequence encompassed widnn die Merck EST clone no. H86994. die Merck EST clone H86994 was purchased 
and die cDNA insert was obtained and sequenced. It was found diat fliis insert encoded a fiiU-lengdi protein. 
The sequence of diis cDNA msert is shown in Figure 52 and is herein designated as DNA49143-1429. 

done DNA49143-1429 containsTsinpe^ra^readiiirff^w^^ 
site at nucleotide positions 78-80 and ending at die stop codon at nucleotide positions 681-683 (Figure 52). The 

25 predicted polypeptide precursor is 201 amino adds long (Figure 53). The full-lengdi PR0535 protein shown 
in Figure 53 has an estimated molecular weight of about 22. 180 daltons and a pi of about 9.68. Analysis of Uie 
Ml-lengdi PR0535 sequence shown in Figure 53 (SEQ ID NO:99) evidences die presence of die foUowing: a 
signal peptide from about amino acid 1 to aboitt anuno acid 25, a tnmsmcmbrane domain 
155 to about amino acid 174. a potemial N-glycosylation site from about amino acid 196 to about amino acid 

30 199 and FKBP-type peptidyl-prolyl cis-trans isomer signamre sequences from about amino acid 62 to about 
amino add 77. fhmi about amino acid 87 to abom amino acid 123 and from about ami^ 
add 141. Clone DNA49143-1429 has been deposited widi ATCC on June 23, 1998 and te assigned ATCC 
depont no. 203013. 

An analysis of die Dayhoff daubase (version 35.45 SwissProt 35). using a WU-BLAST- sequence 
35 aligmnem analysis of die fidl-lengdi sequence shown in Figure 53 (SEQ ID NO:99). evidenced homology 
betweendie PR0535 amino add sequence and die foUowing Dayhoff sequences: S71237. P_R93551. P_R28980, 
S71238. FKB2.HUMAN, CELC05C8_1, S55383. S72485. CELC50F2_6 and S75144. 
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EXAMPLE 25: Isolation of cDNA clones Encoding Human PR0718 

A cDNA sequence isolated in the amylase screen described in Exanq)le 2 (human fetal lung library) 
above is herein designated DNA435I2 (see Figure 62; SEQ ID NO:108). The DNA43S12 sequence was d}eo 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e-g., 
GenBank) and a prqprietaiy EST DNA database (UFESEQ^, Incyte Pharmaceuticals. Palo Alto, CA) to 
5 identify existing homologies. The homology search was performed using tbt computer program BLAST or 
BLAST2 (Altshul et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting m a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known protems were clustered and 
assembled mto consensus DNA sequences with the program **phr^*' (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequeiK^e obtained therefnmi is herein designated DNA4S625. Proprietaiy 

10 Genentech EST sequences were employed in die assembly and are herein shown m Figures 58-61. 

Based on the DN A45625 sequence, oligonucleotide probes were generated and used to screen a human 
fetal lung library (LIB25) prepared as described in paragr^ 1 of £xacQ>le 2 above. The cloning vector was 
pRK5B (pRKSB is a precursor of pRK5D that does not contain the Sfil site; see, Hohnes et al.. Science, 
2S1: 1278- 1280 (1991)), and the cDNA size cut was less than 2800 bp. 

IS PGR primers (forward and reverse) were synthesized: 

forward PGR orimer S'-GGGTGGATGGTACTGCTGCATCC.3' (SEQ ID NO: 109) 
reverse PGR primer 5*-TGTTGTGGTGTGGGAAATCAGATGTG-3* (SEQ ID NO:110) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45625 sequence 
which had the following nucleotide sequence: 

20 hybridization orobe 

5'-GTGTGTGGAGGGTGTGGGGGTTTTGTTTTCTTGGGGTAAAATGGGG-3' (SEQ ID NO: 111) 

In order to screen several libraries for a source of a fiill -length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0718 gene using the probe oligonucleotide and one of the PGR primers. 

25 A fiili length clone was identified that contained a single open reading frame with an apparent 

translational initiation site at nucleotide positions 36-38 and ending at the stop codon found at nucleotide positions 
607-609 (Figure 56; SEQ ID NO: 102). The predicted polypeptide precursor is 157 amino acids long, has a 
calculated molecular weight of approximately 17,400 daltons and an estimated pi of approximately 5.78. 
Analysis of the fiilMength PR0718 sequence shown in Figure 57 (SEQ ID NO: 103) evidences the presence of 

30 the following: a type II transmembrane domain from about amino acid 21 to about amino acid 40, and other 
transmembrane domains at about amino acid 58 to about amino acid 78, about amino acid 95 to about amino acid 
1 14, and about amino acid 127 to about amino acid 147; a cell attachment sequence from about ammo acid 79 
to about amino acid 81; and a potential N-glycosylation site from about amino acid 53 to about amino acid 56. 
Glone DNA49647-1398 has been deposited with ATGC on June 2, 1998 and is assigned ATCG deposit no. 

35 209919. 

Analysis of the anuiK) acid sequence of die full-length PR0718 polypeptide suggests that it possesses 
tK> significant sequence similarity to any known protein. However, an analysis of the Dayhoff database (version 
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35.45 SwissProt 35) evidenced some degree of homology between the PR0718 amino acid sequence and the - 
Mowing Dayhoff sequences: AF045606^1. AF039906_U SPBC8D2_2. S63441. F64728, COXLTRYBB. 
F64375. E64173, RPYGJTJ, MTCY261 J3. 

RX AMPLE 26: Isolation of cP N A clones Encoding Human PR0872 
5 Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 

Incyte EST sequence designated hcrem as clul2a709,mh. The clul20709.inh sequence was then compared a 

proprittary EST DNA database (UFESEQ™. Incyte Riarmaceudcais, Palo Alto. CA) to identify existing 

homologies. The homology search was performed using the conqrater program BLAST or BLAST2 (Altshul 

^ ni Methnds in Enzvmology 266:46(M80 (1996)). Those comparisons resulting in a BLAST score of 70 (or 
10 m some cases 90) or greater that did not encode known proteins were clustered^ 

DNA sequence with the program "phra|)" (Phil Green, University of Washington, SeatUe, Washmgton). The 

consensus sequence obtauxed therefrom is herein designated DNA48254. 

In Ught of an observed sequence homology between die DN A48254 consensus sequence and an EST 

sequence encompassed withm the Incyte EST clone no . 3438068 , the Incyte EST clone 3438068 was purchased 
15 and the cDNAinsen was obtained and sequenced. It was found that this insert encoded a full-length protein. 

The sequence of this cDNA insert is shown in Figure 63 and is the full-lengdi DNA sequence for PR0872. 

Clone DNA49819-1439 was deposhed with the ATCC on June 2, 1998, and is assigned ATCC deposit no. 

209931. 

The entire nucleotide sequence of DNA49819-1439 is shown in Figure 63 (SEQ ID N0:112). Qone 

20 DNA49819-1439 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 14-16 and ending at the stop codon at nucleotide positions 1844-1846 (Figure 63). The predicted 
polypeptide precursor is 610 amnio acids long (Figure 64). The full-lengdi PR0872 protein shown in Figure 

54-has an estimated molecular weight of abom 66,820 daltons and 

PR0872 sequence shown in Figure 64 (SEQ ID NO: 113) evidences die presence of die foUowing feattires: a 

25 signal peptide at amino acid 1 to about 18. putative transmembrane domains at about amino acids 70-87, 200-222 
and 568-588; sequence identity widi bacterial-type phytoene dehydrogenase protein at about amino acids 71-105; 
sequence identity with a regulator of chromosome condensation (RCCl) signature 2 at about amino acids 201- 
211; leucine zipper patterns at about amino acids 214-235, 221-242, 228-249 and 364-385; a potential N- 
glycosylation site at about amino acids 271-274; and a glycosaminoglycan attachment site at about amino acids 

30 75-78. Analysis of the amino acid sequence of the full-length PR0872 polypeptide using the Dayhoff database 
(version 35.45 SwissProt 35) evidenced homology between die PR0872 amino acid sequence and the following 
Dayhoff sequences: PRCRTLl, S75951, S74689, CELF37C4_3, CRT1_RH(X:A, S76617, YN12_METTL, 
MTV014J4, AOFB_HUMAN, and MMU70429_L 

35 EXAMPLE 27: knlarion of cDNA clones Enc oding Human PRO1063 

Use of the signal sequence algorithm described m Example 3 above allowed identification of a siiigle 
Incyte EST cluster sequence designated herein as ss.chill9743.init. The Incyte EST cluster sequence 
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s$.clull9743.init sequence was theo conq>ared to a varied of expressed sequence tag (EST) databases which 
included public EST databases (e.g., GenBank) and a pipprietaiy EST DNA database (LIFESEQ™, Incyte 
Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was performed usmg 
the computer program BLAST or BLAST2(Altshulctal., Methods mEnzvmolopv2 66:4fiQ-4«)(1Q9fi^) Those 
coiiq>arisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
5 proteins were clustered and assembled into a consensus DNA sequence with the program ''phn^" (Phil Green, 
University of Washington, Seatde, Washington). The consensus sequence obtained thereiram is herem 
designated DNA48288. 

In tight of an observed sequence homology between the DNA48288 consensus sequence and an EST 
sequence cnconqwssed within the Incgrte EST done no. 2783726, the Incyte EST clone 2783726 was purchased 

10 and die cDNA msert was obtamed and sequenced.- It was found that this insert encoded a M-leqgdi protein. 
The sequence of this cDNA tnsen is shown m Figure 65 and is herein designated DNA49820-1427. 

The full length clone shown in Figure 6S contained a single open readmg frame with an q>paient 
translatiohal initiation site at nucleotide positions 90-92 and ending at the stop codon found at nucleotide positions 
993-995 (Figure 65; SEQ ID NO: 1 14). The predicted polypeptide precursor is 301 amino acids long, has a 

IS calculated molecular weight of ^)proxunately 33,530 dalcons and an estimated pl of ^^ximately 4.80. 
Analysis of the fiilMength PRO1063 sequence shown m Figure 66 (SEQ ID NO: 1 15) evidences die presence of 
the followmg: a signal peptide from about anuno acid I to about amino acid 21, potential N-^ycosylation sites 
from abait amino acid 195 to about amino acid 198, from about amino acid 217 to about amino acid 220 and 
from about amino acid 272 to about amino acid 275, a glycosaminoglycan attachment site from about amino acid 

20 267 to about amino acid 270, a microbodies C-terminal targeting signal site from about amino acid 299 to about 
amino acid 301, a type II frbronectin collagen-binding domain homology sequence from about amino acid 127 
to about amino acid 168 and a fructose-bisphosphate aldolase class II protein homology sequence from about 
amino acid 101 to about amino acid 118. Clone DNA49820-1427 has been deposited with die ATCC on June 
2, 1998 and is assigned ATCC deposit no. 209932. 

25 Analysis of the amino acid sequence of the full-leogdi PRO1063 polypeptide suggests that it possesses 

sequence similarity to the human type IV coUagenase protein. More specifically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some degree of homology between the PRO 1063 amino acid 
sequence and the following Dayhoff sequences, S68303, CFU68533_1, P_P91139, RNU65656 1, 
PA2R_RABIT, MMU56734_1, HNC.XENLA, A48925. P_R92778 and FA12_HUMAN. 

30 

EXAMPLE 28: Isolation of cDNA clones Encoding Human PR0619 

Use of die signal sequence algoridmi described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte daubase, designated herein as 88434. This EST cluster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
35 GenBank) and a proprietary EST DNA database (LIFESE(y», Incyte Pharmaceuticals. Palo Alto, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul ct al.. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a BLAST score 
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of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus EWA sequence with die program -phr^" (Phil Green. Univcrsiv of Washmgton. ^catde, 
Washington). 

In light of an observed sequence homology between the consensus sequence and an EST sequence 
encompassed within the Incytc EST clone no. 1 656694, the Incytc EST clone 1656694 was purchased and the 

5 cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. The 
sequence of this cDNA insert is shown in Figure 67 and is herein designated as DNA49821-1562. 

The fall length clone shown in Figure 67 contamed a single open readbig frame wiih an apparent 
translational initiation site at nucleotide positions 8 1 -83 and ending at die stop codon found at nucleotide positions 
450452 (Figure 67; SEQ ID NO:H6). Tlie predicted pobT)eptide precursor (Figure 68, SEQ ID NO:n7) is 

10 123 amino acids long including a predicted signal peptide at about amino acids 1-20. PR0619 has a calculated 
molecular weight of ^)proxiinately 13,710 daltons and an estunated pi of approximately 5.19. Clone 
DNA49821-1562 was deposited witii tbe ATCC on June 16, 1998 and is assigned ATCC deposit no. 209981. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
aUgnmcni analysis of the faU-lengdi sequence shown in Figure 68 (SEQ ID NO: 117), revealed significant 

15 homology between the PR0619 amino acid sequence and the following Dayhoff sequences: S35302, D87009_l. 
HSU93494J, HUMIGLAM5J, D86999J, HUMIGLYM1_1, HUMIGLYMICE_1 , A29491_l, A29498J. 
and VPR2_MOUSE. 

EXAMPLE 29: Isolation of cDN A clones E ncoding Human PR0943 
20 A consensus DNA sequence encoding PR0943 was assembled relative to other EST sequences usii^ 

ptnp as described in Example 1 above. This consensus sequence was then extended using repeated cycles of 

BLAST and phrap to extend the consensus sequence as far as possible using die sources of EST sequences 
_ discussed above. The extended consensus seq uence is herein de si gnated DNA36360. B as ed on die DNA36360 

consensus sequence, oligonucleotides were syndiesized: 1) to identify by PGR a cDNA Ubrary dial contained 
25 die sequence of interest, and 2) for use as probes to isolate a clone of die full-lengdi coding sequence for 

PR0943. 

PGR primers (forward and reverse) were syndiesized: 
forward PGR primer 5*-GGAGATGAGGGCGAGCCCGG.3' (SEQ ID NO: 120) 
y^erse PGR Primer 5'^GGTTCGACACGGGGGA(3GTG-3' (SEQ ID N0:121) 
30 Addidonally, a syndictic oligonucleotide hybridization probe was constructed from die consensus DNA36360 
sequence which had die following nucleotide sequence 
^wbridization probe 

5^TG(n*GCrGGTGGTGGCGCGGCroCTGGTGGGGGGCrrGGGGGGGG-3' (SEQ ID NO: 122) 

In order to screen several libraries for a source of a ftdHength clone, DNA from die libraries was 
35 screened by PGR amplification widi die PGR primer pair identified above. A positive library was dwn used to 
isolate clones encoding die PR0943 gene using die probe oligonucleotide and one of die PGR primers. RNA 
for construction of die cDN A libraries was isolated from human fetal brain tissue. 
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DNA sequencing of tbe clones isolated as described above gave the full-length DNA sequence for 
PR0943 (designated herein as DNA52192-1369 [Figure 69, SEQ ID NO: 118]) and die derived protem sequence 
for PR0943. 

The entire nucleotide sequence of DNAS2192-i369 is shown in Figure 69 (SEQ ID N0:118). Qone 
DNA52192-1369 contains a smgle open reading firame with an apparent translational initiation site a nucleotide 
S positions 150-152 and ending at die stop codon at nucleotide positions 1662-1664 (Figure 69). The predicted 
polypeptide precursor is 504 ammo acids long (Figure 70). The full-lengtii PR0943 protem shown in Rgure 
70 has an estimated molecular weight of about 54,537 daltons and a pi of about 10.04. Analysis of the full- 
lengdi PR0943 sequence shown m Figure 70 (S EQ ID NO : 1 1 9) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 17, a transmembrane domain from about »mme% acid 376 

10 to about ammo acid 396, tyrosine kinase phosphorylation sites from about anuno acid 212 to about anuno acid 
219 and from about amino acid 329 to about amhK> acid 336, potential N-glycosylation sites from about amino 
add 111 to about amino acid 114, from about amino acid 231 to about amino acid 234, from about amino acid 
255 to about amino acid 258 and from about amino acid 293 to about amino acid 296 and an unmunoglobulin 
and MHC protem sequence homology block from about amino acid 219 to about amino acid 236. Qone 

15 DNA52192-1369 has been deposited witii ATCC on July 1 , 1998 and is assigned ATCC deposh no. 203042. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST-2 sequence 
alignment analysis of die full-lengdi sequence shown in Figure 70 (SEQ ID NO: 119), evidenced significant 
homology between die PR0943 amino acid sequence and the following Dayhoff sequences: B49151, A39752, 
FGRl_XENLA, S38579, RATHBFGFRB_1. TVHU2F, FGR2_MOUSE, CEK3__CHICK, P_R21080 and 

20 A27171_l. 

EXAMPLE 30: Isolation of cDNA cl ones Encoding Human PROJ 188 

A consensus DNA sequence was assembled relative to odier EST sequences using the program "phr^" 
as described in Example 1 above. This consensus sequence is designated herein as DNA45679. Based on die 
25 DNA45679 consensus sequence, oligonucleotides were syndiesized: 1) to identify by PGR a cDNA library diat 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-lengdi coding sequence 
forPR01188. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer 5'-CTGGTGCCTr AAP AnnnAnr ah--^* (SEQ ID NO:125) 
30 reverse PGR primer 5'-CGATTGTGGAGGTCAGGTCAGAG-3' (SEQ ID NO:I26) 

Additionally, a syndietic oligonucleotide hybridization probe was constructed from the consensus 
DNA45679 sequence which had the followii^ nucleotide sequei^: 
tiYl?Tjl^jjzatipnpro^i^ 

5*-GTGGAGGAAGTGGTGAGGTGGCrGT(K3TGAGACTGGGGTG-3' (SEQ ID NO:127) 
35 In order to screen several libraries for a source of a full-lengdi clone, DNA from die libraries was 

screened by PGR anq)lification widi die PGR primer pair identified above. A positive library was then used to 
isolate clones encoding die PROl 188 gene using die probe oligonucleotide and one of die PGR primers. RNA 
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for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DMA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01288 (designated herein as DNAS2598-1S18 [Figure 71, SEQ ID NO: 123]); and the derived protem 
sequence for FR01188. 

The entire coding sequence of PROl 188 is shown in Figure 71 (SEQ ID NO: 123). Hone DNA52S98- 
5 1518 contains a single open reading frame widi an apparent translational initiadon ate at nucleotide positicMis 
136-138 and an ^iparent stq> codon at nucleotide positions 3688-3690. The predicted polypeptide precursor 
is 1184 amino adds long. The iiill-lengdi PR01188 protein shown in Figure 72 has an estimated molecular 
weight of about 132,582 Daltons and a pi of about 8.80. Additional features include: a signal peptide at about 
amino acids 1-31; an ATP/GTP bindiqg site motif A (P-loop) at about anuno acids 266-273; an aldehyde 
10 dehydrogenases cysteii^ active site at about amino-acids 188-199; growth factor and cytokines receptors touly 
signature 2 at about amino acids 153-159; and potential N-g!ycosylation sites at about amino acids 129-132, 1^- 
135, 346-349. 420-423, 55(^553. 631-634, 1000-1003, and 1056-1059. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). usmg a WU-BLAST-2 sequence 
alignment analysis of the full-lengdi sequence shown m Figure 72 (SEQ ID NO: 124), revealed significant 
IS homology between the PROl 188 amino acid sequence and the following DayhofT sequences: SSU83114_1, 
S56015, CET21B6j4, CELT19I>2_1, and TSPl_MOUSE. 

Clone DNA52598-1518 has been deposited widi ATCC and b assigned ATCC deposit no 203107. 

EXAMPLE 31: Isolation of cDNA clones Encoding Human PROl 133 
20 A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in £xanq>le 1 above. This sequence was extended using repeated cycles of phrq). The extended consensus 

sequ^ice is designated herein DNA381Q2. Based on die DNA38102 consensus sequence, oligonucleotides were 
synthesized: 1) to identic by P CR a c DNA libra ry that c ontai n ed the seq ue nce of interest, and 2) for use as 

probes to isolate a clone of die fidl-leiigdi coding sequence for PR01133. 
25 PCR primers (two forward and one reverse) were syndiesized: 

forward PCR primer 1 S'-TCGATTATGGACGAACATGGC AGC-3' (SEQ ID NO: 130); 

forward PCR primer 2 5'-TTCTGAGATCCCTCATCCTC-3' (SEQ ID NO: 131); and 

reverse primer 5'-AGGTTCAGGGACAGCAAGTTTGGG-3' (SEQ ID NO: 132). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
30 DNA38102 sequence which had the foUowiiig nucleotide sequence: 

hybpdiz^tfQqprpbP 

5'TTTGCTGGAC(rrCGGCTACGGAATTGGCTTCCCTCTACGGACAGCT(3GAT3* (SEQ ID NO: 133). 

In order to screen several libraries for a source of a fuli-lengdi clone, DNA torn the libraries was 
screened by PCR amplification with a PCR prim^ pair identified above. A positive library was dien used to 
35 isolate clones encoding the PROl 133 gene using the probe oligonucleotide and one of die PCR primen. RNA 
for construction of the cDN A libraries was isolated from human fetal kidney tissue. 
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DNA sequencing of the clooes isolated as described above gave the full-length DNA sequence for 
PROl 133 and the derived protein sequence for PR01133. 

The entire coding sequence of PROl 133 is diown in Figure 73 (SEQ ID NO: 128). Clone DNA53913- 
1490 ccmtains a single open reading frame widi an iqsparent translational initiation site at nucleotide positions 
266-268 and an q>paient stop codon at nucleotide positions 1580-1582 of SEQ ID NO:128. The predicted 
S polypq)tide precursor is 438 amino acids long. The signal peptide is at amino acids 1-18 of SEQ ID NO:129. 
EGF-like domain cysteine pattern signatures start at 315 and 385 of SEQ ID NO:129 as shown m Figm 74. 
Clone DNA53913-1490 has been deposited with ATCC and is assigned ATCC deposit no. 203162. The full- 
length PR01133 protem shown in Figure 74 has an estimated molecular weight of about 49,260 daltons and a 
pi of about 6.15. 

10 An analysis of the Dayhoff database (version 35.45 SwissProt 35), usii^ a WU-BLAST-2 sequence 

alignment analysis of the full-lengdi sequence shown in Figure 74 (SEQ ID NO: 129), revealed some sequence 
identity between the PROl 133 amino add sequence and the following Dayhoff sequences (data from the database 
incorporated herein): AF002717_l. LMG1_HUMAN, B54665, UNC6_CAEEL, LMLl^CAEEL, 
LMA5_M0USE, MMU88353_1, LMAl^HUMAN. HSLN2C64_1 and AF005258_1. 

15 

EXAMPLE 32: Isolation of cDNA clones Encoding Human PR0784 

An initial DNA sequence (SEQ ID NO: 136), referred to herein as DNA44661 and shown in Figure 77, 
was identified using a yeast screen, in a human fetal lung cDNA library that preferentiaUy represents the 5' ends 
of the primary cDNA clones. DNA44661 was tiien compared to ESTs from public databases (e.g., GenBank), 

20 and a proprietary EST database (LlFESEJQf^, Incyte Pharmaceuticals, Palo Alto, CA), using die conqnxter 
program BLAST or BLAST2 [Altschul ct al.. Methods in Enzvmologv. 266:460-480 (1996)]. The ESTs were 
then clustered and assembled into a consensus DNA sequence using the computer program ''phrap" (Phil Green, 
University of Washington, Seattie, Washington). The consensus sequence obtained is designated herein as 
"DNA45463". Based on the DNA45463 consensus sequence, oligonucleotides were synthesized for use as 

25 probes to isolate a clone of the full-length coding sequence for PR0784 from a human ietal Iting cDNA library. 

The full length DNA53978-1443 clone shown in Figure 75 contained a single open readipg irame with 
an apparem translational initiation site at nucleotide positions 37-39 and ending at die stop codon found at 
nucleotide positions 821-823 (Figure 75; SEQ ID NO: 134). The predicted polypeptide precursor (Figure 76, 
SEQ ID N0:135) is 228 amino acids long. PR0784 has a calculated molecular weight of approximately 25.735 

30 Daltons and an estimated pi of approximately 5.45. PR0784 has the following features: a signal peptide at about 
amino acid 1 to about 15; transmembrane domains at about amino acids 68 to about 87 and at about 183 to about 
204; potential N-myristoylation sites at about amino acids 15-20, 51-56, 66-60, 163-168, and 206-211; and an 
RNP-1 protein RNA-binding region at about amino acids 108 to about 1 17. 

Clone DNA53978.1443 was deposited with ATCC on June 16, 1998, and is assigned ATCC deposit 

35 no. 209983. 

Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 
the fiilMength sequence, PR0784 shows amino acid sequence identity to the following proteins: RNU42209_1, 
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AMPLE 33: l««1atioii of cDNA ""'^^ Encoding Hiiman PRQ783 

A yeast sraeening ass^ was cn?)loyed to identify cDN A dcmes lhat emx^ 
Use of &i8 yeast screening assay allowed identifkadon of a single cDNA clone, dedgnaied herein as DNA45201 
5 (Rguie80;SEQlDNO:139). 

The DNA45201 sequence was then used to search e3q>ressed sequence tag (EST) databases for the 
presence of potential homologies. The EST databases included public EST databases (e.g., CenBank) and a 
proprietaiy EST DNA database (LIFESEQ™. Incyte Phamjaceuticak. Palo Alto. CA). The search was 
performed using flieconvuier program BLAST or BLAST2(Alt8hul el al.. M?ft9<i-f in EiqymPlffgY 266:460' 
10 480(1996)). Those con^arisonsresultmg in a BIj^ST scons of 70 (or m some cases 90) or greater diat did n^ 
encode known protehis were clustered and assembled into a consensus DNA sequence with ihe program "lArap" 
(Pha Green. UnW. of WasWngtra. Seattle. Wadrington). The consensus sequence obtained is herein designated 
as -conseflOl". A proprirtary Gencntech EST sequence was used in the consensus assembfy and is herein 
designated as DNA14575 (Figure 81; SEQ ID NO:140). 
15 Based on die consaOl sequence, oligramcleotides were synthesized: 1) to identify by PCR a cIWA 

library fliat contained the sequence of interest, and 2) for use as probes to isolate a clone of d»e fiiU-lengfli coding 
sequence for PR0783. In order to screen several libraries for a ftiU-lcngth clone. DNA from die Ubraries was 
screened by PCR anylification. as per Ausubel et al.. Current Pr9tp«?o]|i in MP'ffllly ^Mggy. wittithe PCR 
primer pair. A positive litaary was then used to isdate clones encoding the gene of imetest usmg the probe 
20 oligonucleotide and one of die primer pain. 

PCR primers (forward and reverse) were syndiesized: 
fon»a«l PCR Primer 5--GACTGTATCTGAGCCCCAGACTGC-3' (SEQ ID NO: 141). 
fi^rd PCR Primer S'»T^GCAATGAGGTGCKKrrC-3-(SEQ ID-NO: I 



pwerse PCR primer 5 -TGAGGAAGATGAGGOACAGGTTGG-3' (SEQ ID NO:143). 
25 Additionally, a symhetic oligonucleotide hybridization probe was constructed from die consenOl 

sequence which had die following nucleotide sequence: 
fivhridization probe 

5'-TATCGAAGCACCTGACTACGAAGTGCTATCCGTGCGAGAACAGCTATTCC-3' (SEQ ID NO:144). 

In order to screen several libraries for a source of a foll-lengdi clone, DNA from die libraries was 
30 screened by PCR anvlificationwidi a PCR primer paff identified above. A positive Mbraiy was dien used to 
isolate dones encoding die PR0783 gene using die probe oligomideotide and one of the PCR primers. 

RNA for construction of die cDNA Iftraries was isolated from human fetal kidney tissue (LIK28). 
The cDNA libraries used to isolate die cDN A clones were constructed by standard medxids using commerciaUy 
available reagents sudi as diose from Invitrogen, San Diego, CA. The d)NA was primed widi oligo dT 
35 contammg a Nofl site, linked wifli blunt to Sail hemikinased adaptors, cleaved widi Nod. sized appropriatdy 
by gel dectrqihotesis, and cloned in a defined orientation into a suitable doning vector (such as pRKB or 
pRKD; pRKSB is a precursor of pRK5D diat does not contain die Sfil she; sec. Hohnes et al.. SSfflKS. 



405 



wo 99/63088 PCTAJS99A122S2 

221:1278-1280 (1991)) in the unique Xhol and Nod sites. 

DNA sequencing of the clcmes isolated as described above gave the full-length DNA sequence for 
PR0783 [herein designated as DNAS3996-1442] (SEQ ID NO: 137) and the derived protein sequence for 
PR0783. 

The entire nucleotide sequence of DNA53996-1442 is shown in Figure 78 (SEQ ID NO: 137). CUm 
5 DNA53996-1442 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 310-312 and endmg at the stop codon at nucleotide positions 1777-1779 (Hgure 78). The predicted 
polypeptide precursor is 489 amino acids loag (Figure 79). The full-length PR0783 protem shown in Figure 
79 has an estimated molecular weight of about 55,219 daltons and a pi of about 8.47. Analysis of the fuH-leogdi 
PR0783 sequence shown in Figure 79 (SEQ ID NO: 138) evidences the presence of the following feamres: 
10 transmembrane domams located at about amino adds 23-42, 67-89, 111-135, 154-176, 194-218, 296-319, 
348-370, 387-410 and 427-452; leucine zipper patterns located at about amino acids 263-283 and 399-420; a 
potential tyrosine kinase i^ios[to^ation site at about amino acids 180-187; potential N-glycosylation sites at 
about amino acids 105 -108 and 121-124; potential cAMP- and a cGMP-dependent protein kmase 
phosphorylation site at about amino acids 288-291; and a region having sequence identic with bacterial 
IS rhodopsins retinal binding site protein at about amino acids 190-218. 

An analysis of die Dayfaoff database (version 35.45 SwissProt 35) shows some sequence identity 
between the PR0783 amino add sequence and the following Dayhoff sequences: YNC2_CA££L, D64048, 
ATAC002332_3F4P9.3. NY2R_^SHEEP, and VSH_MUMPA. 

CloDR DNA53996-1442 was deposited with the ATCC on June 2, 1998, and is assigned ATCC deposit 
20 no. 209921. 

EXAMPLE 34: Isolation of cDNA Clones Encoding Human PRO820 

An expressed sequence tag (EST) DNA database (Merck/Wash. U) was searched and an EST designated 
EST no. AA504080, Merck clone 825136, was identified (library 312, human B-cetl tonsil). Homology searches 

25 revealed that this EST showed sequence identity with low affmity immunoglobulin gamma Fc receptor II. DNA 
sequencing gave the full-kngdi DNA sequence for PRO820 and the derived protein sequence for PRO820. 

The entire nucleotide sequence of DNA56041-1416 is shown in Figure 82 (SEQ ID NO:145). Clone 
DNA56041-1416 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 115-117 and ending at the stop codon at nucleotide positions 487-489 (Figure 82). The predicted 

30 polypeptide precursor is 124 ammo acids long (Figure 83). The full-length PRO820 protein shown in Figure 
83 has an estimated molecular weight of about 14,080 daltons and a pi of about 7.48. Clone DNA56041-1416 
has been deposited widi ATCC. Regarding the sequence, it is understood that the deposited clone contams the 
correct sequence, and the sequences provided herein are based on known sequencing techniques. 

Still analyzing the amino acid sequence of SEQ ID NO: 146, the putative signal peptide is at about amino 

35 acids 1-15 of SEQ ID NO: 146. Protein kmase C phosphorylation sites are at about amino acids 20-22 and 43-45 
of SEQ ID NO:146. An N-myristoylation site is at about ammo acids 89-94 of SEQ ID NO: 146. An 
immunoglobulin and major histocompatibility complex domain is at about ammo acids 83-90 of SEQ ID NO: 146. 
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The 



corresponding nucleotides can be routinely determined given die sequences provided herein. 



AMPLE 35: T«"'»tiBn of cF >NA rinnea Encoding HuiT«m PRQ^QW. 

A consensus DNA sequence was assembled relative to other EST sequences using ^ 

extended ming repeated cycles of BIAST and phrap so as to em«l the con^ 
5 ^i„gfl«sourcesoftheECTsequencesasdescribedinExampklabove.Tl«consens^ 

herein as DNA52640. AnECTproprietary to Genentedi was employed in the consensus assembly a^ 

designated as DNA36527 (Figure 86; SEQ ro NO:149). 

in light of an observed sequence homology between the DN A36527 consensus sequence and an EST 

sequence encompassed within the Merck EST done no. 526423. the Merck ES^ 
to and the cDNA insert was obtained and sequenced, u was found thai this insert encoded a fiiU-lenglh protem. 

The sequence of this cDNA insert is shown in Figure 84 and is hereto designated as DNA56047-1456. 

The entire nucleotide sequence of DNA56047-1456 is shown in Figure 84 (SEQ ID NO:l47). Qone 

DN A56047-1456 contams a single open reading frame with an apparent translational initiation site at mideotide 
positions 159-161 «m1 endi.« « the stop codon at nucleotide positions 1233-1235 of SEQ ID NO:147 (Figure 
15 84) mpredictedpolypeptideprecursoris358amnM,acidslong(Figme8S).Thefi.U-l^ 

sbowninFiguie85hasanestimatedmolecularweightofabout40.514daltonsandapIofaboui6.08. Qone 
pNA56047-1456hasbeendepositedwidiATCConJm«9. 1998. I, is understood that the deposited clone has 
ti« actual nucleic add sequence and that the sequences provided herein are based o^ 

tedmiques. 

20 Also shown in Figure 85 are the approxnnaie locations of the signal peptide. ceU attadm«it site. Nt- 

DoaJ domain signawre. region having sequence idemity with Nt-DnaJ domam proteins, and N-glycosylation 
si««. m corresponding nudeic acids of these amino acid sequences and othe^ 
routhidy^termined^^infomMiott provided horeifc 

25 BX AMPLE 36; ! nlfl Tm »f cDNA Hones FJKodiPg H"mi»H PPQ 1 979 

A consensus DNA sequence was assembled relative to odier EST sequences using phrap as described 
in Example 1 above, and U herdn designated DNA527 14. Based on Information provided by the assembly, the 
donefbrMerdcECTno.H06898 was obtained and sequenced, thereby giving the mideotide sequence 
designated herein as DN A56050.1455. The emire mideotide sequence of DNA56050-1455 is shown in Figure 

30 87 (SEQ ID N0:150). done DNA56050-1455 contains a single open reading frame with an apparent 
wnslational mitiation site at nucleotide positions 183-185 and ending at the stop codon at nudeotide positions 
861-863(Figure87). The predicted polypeptide precursor is 226 amino acids long (Figure 88). The fiiB-length 
reoi079 protdn shown m Figure 88 has an estimated molecular wdght of about 24.61 1 Dd^^ 
about 485. Andysisofthefun.lcngthPRO1079sequenceshownln Figure 88(SEQ ID N0:3)evidem« 
35 pmsence of the following feamres: a signd peptide at about amino acid 1-29; potemial N-myristoylation sites 
a, abo«amuK> adds 10-15.and51-56: homology to photosystemlpsaG and psaKprotdm at a^ 
2 to 20; and homology to prolyl endopeptidase ftunily serine proteins at about amino acids 1^ 
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Analysis of the amino acid sequence of the iiill-length PRO 1079 polypeptide using the Dayhoff database 
(version 35.45 SwissProt 35) evidenced some sequence identity between tlie PRO1079 amino acid sequence and 
±e foUowing Dayhoff sequences: CEK10C3_4. MMU50734_i, D69503, AF051149_1, and VSMP_.CVMS. 

Clone UNQ536 (DNA56a5a-1455) was deposited with the ATCC on June 22, 1998. and is assigned 
ATCC deposit no. 203011. 

5 

EXAMPLE 37: Isolation of cDNA clones Encodmg Human PR0793 

A cDNA clone (DNA561 10-1437) encodmg a native human PR0793 polypeptide was identified by a 
yeast screen, in a human skm tumor cDNA library that preferentially represents the 5' ends of the primary 
cDNA clones. The yeast screen employed identified a single EST clone designated herein as DNA50177 (Bgure 

10 91 ; SEQ ID NO: 154). The DNA50177 sequence was then compared to various EST databases mcludmg public 
EST databases (e.g. , GenBank), and a proprietary EST database (LIFESE(2*« Incyte Pharmaceuticals, Palo Alto, 
CA) to identify homd^gous EST sequences. The comparison was performed using die conqiuter program 
BLAST or BLAST2 [Altschul et al.. Methods in Enzvmolo^. 266:460-480 (1996)]. Those comparisons 
resulting m a BLAST score of 70 (or in some cases, 90) or greater that did not encode known proteins were 

IS chistered and assembled into a conseosus DNA sequence with the program "phnq)** (Ptni Green, University of 
Wa^iingtcm, Seattle, Washington). This consensus sequence is herein designated DNA50972. 

In light of an observed sequence homology between die DNA50972 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. N33874, the Merck EST clone N33S74 was purchased 
and the cDNA insen was obtained and sequenced. It was foimd that this insert encoded a full-length protein. 

20 The sequence of this cDNA insert is shown in Figure 89 and is herein designated as DNA561 10-1437. 

The full-length DNA561 10-1437 clone shown in Figure 89 contains a siiigle open reading frame with 
an apparent transiational initiation site at nucleotide positions 77-79 and ending at the stop codon at nucleotide 
positions 491-493 (Figure 89). The predicted polypeptide precursor is 138 amino acids loi^ (Figure 90). The 
full-length PR0793 protein shown in Figure 90 has an estimated molecular weight of about 15,426 daltons and 

25 a pi of about 10.67. Analysis of die full-length PR0793 sequence shown in Figure 90 (SEQ ID NO:153) 
evidences the presence of the following: transmembrane domains from about amino acid 12 to about amino acid 
30, from about amino acid 33 to about amino acid 52, from about amino acid 69 to about amino acid 89 and 
from about amino add 93 to about amino acid 109, potential N-myristolation site£ from about amino acid 1 1 to 
about amino acid 16, from about amino acid 51 to about amino acid 56 and from about amino acid 1 16 to about 

30 amino acid 121 and an amino acid^sequence block having homology to an aminoacyl-transfer RNA synthetase 
ciass-II protein from about amino acid 49 to about amino acid 59. Clone DNA561 10-1437 has been deposited 
widi ATCC on August 11, 1998 and is assigned ATCC deposit no. 203113. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
aiignmem analysis of die fuU-lengdi sequence shown in Figure 90 (SEQ ID MO: 153), evidenced certain 

35 homology between die PR0793 amino acid sequence and the following Dayhoff sequences: S47453, 
AF015193_12, MTEHGNS9_2, E64030, H69784, D64995. CD53_M0USE, GEN8006, AE001138_7 and 
C0X2_STRPU. 
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SAMPLE 38: ^^latinn nf cDNA aones Hncoding Human PROIQI^ 

A consensus DN A sequence was assembled relative to other EST sequences using phr^ as described 
in Exanq>le 1 above. The consensus sequence obtained is herein designated DNA535Q2. 

In light of an observed sequence homology between the DNA53502 consensus sequence and an EST 
sequence enconq>assed within the Merck EST done no. 38680, the Mend: EST done 38680 was purchased and 
5 the cDNA insert was obtamed and sequenced. It was found that this insert encoded a full-length protein. The 
sequence of this cDNA insert is shown m IHgure 92. 

Hie entire nudeotide sequence of DNA56113-1378 is shown in Figure 92 (SEQ ID NO:155), Qone 
DNA56113-1378 contains a single open reading frame with an q>parent translational initiation site atmicleotidc 
positions 168-170 and ending at the stop codon at nudeodde positions 1302-1304 (Figure 92). The predicted 
10 polypeptide precursor is 378 ammo adds lOTg (Figure 93). The fwi-lengtii PRO1016 protein diown m Figure 
93 has an estimated molecular weight of about 44,021 daltons and a pi of about 9.07. Clone DNA561 13-1378 
has been deposited witii die ATCC. Regarding die sequence, it is understood tiiat die dqwsited clone contau^ 
the correct sequence, and die sequences provided herein are based on known sequencing 

Analysis of die amino acid sequence of die full-lengdi PRO1016 polypqHide suggests that portions of 
15 it possess sequence identity widi acyltransferase, tiwreby indicating diat PRO 1016 m^ be a novel 
acyltransferase. 

Still analyziiig die amino acid sequence of SEQ ID NO: 156. die putative signal peptide is at about amino 
acids 1-18 of SEQ ID NO: 156. The transmembrane domain(s) are at about amino acids 332-352 and 305-330 
of SEQ ID NO: 156. The fructose-bisphosphate aldolase class-Il protein homology sequence is at about amino 
20 acids 73-90 of SEQ ID NO: 156. The extradiol ring-cleavage dioxygenase protein is at about amino acids 252- 
275 of SEQ ID NO: 156. The corresponding nucleotides can be routinely determined given die sequences 
provi^ herein. 

The specific Dayhoffdatabase designation names of sequences tO-whichPROl016has sequence ide^ 

witiiinchideflie foUowmg: S52645, P_R59712, P_R99249. P_R59713, BNAGPATRF_1. CELT05H4 J5 and 
25 CELZK40J. 

EXAMPLE 39:TsQlarirm of cDN A Encoding Human PRO 1013 

A consensus DNA sequence was assembled relative to odicr EST sequences using phr^ as described 
in Exan^lc 1 above. The consensus DNA sequence was dien extended using repeated cycles of BLAST and 
30 phrap to extend die consensus sequence as far as possible using die sources of EST sequences. 

In li^t of an observed sequence homology between die consensus sequence and an EST sequence 
encompassed widun die Incyte EST clone no. 3 107695 , die Incyte EST clone 3 107695 was purchased and die 
cDNA insert was obtained and sequenced. It was found diat dus insert encoded a fidl-lengdi protein. The 
sequence of diis cDNA inscn is shown in Figure 94 and is herein designated as DNA56410-1414. 
35 The entire nucleotide sequence of DNA564 10-1414 is shown in Figure 94 (SEQ ID NO: 157). Clone 

DNA56410-1414 cwitains a single open reatog frame widi an apparent iranslational initiation site at nucleotide 
positions 17-19 and ending at die stop codon at nudeotide positions 1244-1246 (Figure 94). The fnedicted 



409 



wo 99/63088 



PCTAJS99A22S2 



polypeptide precursor is 409 amino acids ioQg (Figure 95). The full-length PRO 1013 protein shown in Figure 
95 has an estimated molecular weight of about 46,662 daltons and a pi of about 7.18. Clone DNA56410-1414 
has been deposited with the ATCC. Regarding the sequence, it is understood that the deposited clone contains 
the correct sequence, and the sequences provided herein are based on known sequencing techniques. 
StiU analyzing the amino add sequence of SEQ ID NO: 158, the putative signal pqjtide is at 

5 acids 1-19 of SEQ ID NO: 158. N-glycosylation sites are at about amino acids 75-78 and 322-325 of SEQ ID 
NO:158. An N-myristqyladon site is at about ammo acids 184-189 of SEQ ID NO:158. A growth factor and 
cytokine receptor family domam is at about amino acids 134-149 of SEQ ID NO: 158. The corresponding 
nucleotides can be routmely determined given the sequences provided herein. 

Blast analysis showed some sequence identic with other proteins. Specifically, PRO1013 has some 

10 sequence identity with at least die Dayhoff sequences designated: D63877_l ; MHU22019_1 , A£000730_10, and 
AR)19079J. 

EXAMPLE 40: Isolation of cD N A Clones Encodmc Human PR0937 

A consensus DNA sequence was assembled relative to other EST sequences using fhrap as described 
15 in Exanq>le 1 above. That consensus sequence is herem designated DNA496S1. Based on the DNA49651 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
die sequence of interest, and 2) for use as probes to isolate a clone of the fiiil-length coding sequence for 
PR0937. 

PGR primers (forward and reverse) were synthesized: 
20 forward PGR primer 5'-CTCCGTGGTAAACCCCACAGCCC-3' (SEQ ID NO: 161); and 
reverse PGR primer 5'-TCACATCGATGGGATCCATGACCG-3' (SEQ ID NO: 162). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48651 sequence 
v^ch had the following nucleotide sequence: 
hybridization probe 

25 5'-GGTGTCGTGACTGTGAAGCGATGTTAGAAGTAGTGGTCAAAGATGATGAG-3* (SEQ ID NO: 163). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PGR amplification with the PGR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0937 gene using the probe oligonucleotide and one of the PGR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

30 DNA sequencing of die clones isolated as described above gave the full-le^gdi DNA sequence for 

PR0937 [herem designated as DNA56436-14481 (SEQ ID NO: 159) and die derived protein sequence for 
PR0937. 

The entire nucleotide sequence of DNA56436-1448 is shown m Figure 96 (SEQ ID NO: 159). It 
contains a siiigle open reading frame having an qyparent tiranslatipnal initiation site at nucleotide positions 499- 
35 501 and endmg at die stop codon found at nucleotide positions 2167-2169 (Figure 96, SEQ ID NO: 159). The 
predicted polypeptide precursor is 556 amino acids long, has a calculated molecular weight of sqiproximately 
62,412 daltons and an estimated pi of ai^roximately 6,62. Analysis of the fuU-lengdi PR0937 sequence shown 
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in Figure 97 (SEQ ID NO: 160) evidences the presence of the foUowing fcanires: signal peptide at about amino 
acids 1-22; ATP/GTP-binding site motif A (P-loop) at about amino acids 515-523; a potential N-glycosylatkm 
site at about amino acids 5 14-517; and sites of glyjncan homology a about amino acids 54-74. 106-156, 238- 
279, 309-345, 423-459, and 468-505. 

Qone DNA56436.1448 has been deposited with ATCC on May 27. 1998, and is assigned ATCX: 

5 dqxisit no. 209902. 

Analysis of tihe amino acid sequence of the fuU-lengdi PR0937 polypeptide suggests diat it possesses 
significant sequence similarity to giypican prc^ins, thereby mdicating that PR0937 may be a novd glypican 
protdn. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significam homology between die PR0937 amino acid sequence and die foUowtag Da>iiofF sequences: 
10 GPCK_MOUSE, GPC2_RAT. GPC5_HUMAN, GPC3_HUMAN, P_R30168, CEC03H12_2. GEN13820, 
HS119E23J, HDAC_DROME, and AP017637_1. 

EXAMPLE 41: Isolation of cDNA clones En coding Human PR0842 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 

15 Incytc EST cluster sequence designated herein as Incyte EST cluster sequence no. 69572. This EST cluster 
sequence was dien conq>ared to a variety of wqpressed sequence tag (EST) databases which included public EST 
databases (e.g. . GenBank) and a proprietary EST DN A database (LIFESEC}*, Incyte Pharmaccitticals, Palo Alto, 
CA) to identify exisdng homologies. The homology search was performed ming (be conqniter program BLAST 
or BLAST2 (Altshul el al.. Methods in Enzvmologv 266:460-480 (1996)). Those coiiq)arisans resulting in a 

20 BLAST score of 70 (or m some cases 90) or greater diat did not encode known protems were clustered and 
assembled into a consensus DNA sequence with die program "phrap" (Phil Green, University of Washington, 
Seatde, Washington). The consensus sequence obtained therefrom is herein designated DNA54230. 

In-li^^of-an observed~scquence-homology-between_ihe_conscnsus_sequc^ 

encompassed widiin die Merck EST clone no. AA477092. die Merck EST clone AA477092 was purchased and 

25 die cDNA insert was obtained and sequenced. It was found diat diis insen encoded a fidl-lengdi protem. The 
sequence of dus cDNA insert is shown in Figure 98 and is herein designated as DNA56855-1447. 

The full lengdi clone shown in Figure 98 contained a single open reading ftame widi an qjparcnt 
translational initiadon site at nucleotide positions 153-155 and ending at die stop codon found at nupleotide 
positions 510-512 (Figure 98; SEQ ID NO: 164). The predicted polypeptide precursor (Figure 99, SEQ ID 

30 NO: 165) is 1 19 amino acids long. PR0842 has a calculated molecular weight of approximately 13,819 Daltons 
and an estimated pi of approximately 11.16. Odier feamres of PR0842 include a signal peptide at about amino 
acids 1-22, a potential protein kinase C phosphorylation site at about amino acids 39-41 and two potential N- 
myristoylation sites at about amino acids 27-32 and about'amino acids 46-51. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), usn^ a WU-BLAST.2 sequence 

35 alignmem analysis of die fuU-lengdi sequence shown in Figure 98 (SEQ ID NO: 164), evidenced some homolc^ 
between die PR0842 ammo acid sequence and die following Dayhoff sequences: CEZK131_11, P_R80843, 
RAT5HT2XJ, S81882J, A60912, MCU60315_137MC137L, U93422_l. p.P91996, U93462J, and 
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ZNIS.HUMAN. 

Qone DNA56855-1447 was deposited with tbe ATCC on June 23, 1998, and is assigned ATCC deposit 
no. 2Q3004. 

EXAMPLE 42:Isolation of cDNA clones Encoding Human PR0839 
5 Use of the signal sequence algoritlun described in Example 3 above allowed idendflcationof anEST 

cluster sequence from the Incyte LIFESEQ* database, designated Incyte EST Cluster No. 24479. This EST 
cluster sequence was then compared to a varied of expressed sequence tag (EST) databases which included 
public EST databases (e.g., GenBank) and a proprietary EST DNA database (UFESEQ*, Incyte 
Pharmaceuticals, Palo Alto» CA) to identify existing homologies. The homology search was performed using 
10 the computer i»ogram BLAST or BLAST2 (Altshul et ai. , Methods in Enzvmologv 266!46a4«) (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap* (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA55709. 

IS In light of an observed sequence homology between the DNA55709 consensus sequence and an EST 

sequence encompassed within the Merck EST clone no. 754525, the Merck EST clone 754525 was purchased 
and the cDNA msen was obtained and sequenced. It was found that this insen encoded a full-length ptt)tein. 
The sequence of this cDNA msert is shown in Hgure 100 and is herein designated as DNA56859-1445. 

The iiill length clone shown in Figure 100 contained a single open reading frame with an apparent 

20 translational initiadon site at nucleotide positions 2-4 and ending at the stop codon found at nucleotide positions 
263-265 (Figure 100; SEQ ID NO: 166). The predicted polypeptide precursor (Figure 101, SEQ ID NO: 167) 
is 87 amino adds long. PR0839 has a calculated molecular weight of approximately 9,719 Daltons and an 
estimated pi of approximately 4.67. Otiier features of PR0839 include a signal peptide at about amino acids 1- 
23, potential protein kinase C phosphorylation sites at about amino acids 37-39 and about amino acids 85-87, 

25 a potential casein kinase n phosphorylation site at about amino acids 37-40, sequence identity with ribonucleotide 
reductase large subunit protein at about amino acids 50-60, and sequence identity with eukaryotic RNA-binding 
regiim RNP-1 protems at about anuno adds 70-79. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 101 (SEQ ID NO: 167), evidenced some 

30 homology between the PR0839 amino acid sequence and the following Dayhoff sequences: CD14_M0USE, 
XPR6_YARU, HS714385_1, S49783, BB19_RABIT, GVPH-HALME, AB003135.1, P_R85453, 
LUU27081_2, and TP2B_MOUSE. 

Clone DNA56859-1445 was deposited with the ATCC on June 23, 1998, and is assigned ATCC deposit 
no.209019. 

35 
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EXAMPLE 43: Isolation of cD NA Clones Em:odmg Human PRO1180 

Use of the signal sequence algorithm described in Exanqile 3 above allowed identificatiQn of a sii^e 
Incyte EST chistcr sequence Oocyte EST cluster sequence no. 14732). The Incyte EST chister sequence no. 
14732 sequence was then compared to a variety of expressed sequence tag (EST) databases which included public 
ESrdatabases(c,g., GcnBank) and a proprietary EST DNA database (UFESEQ™, Incyte Pharmaceuticals. Pato 
5 Alto, CA) to identify existing homologies. The homology search was performed using the cooqiuter |n\>gram 
BLAST or BLAST2(Alt^etal., MPthnHc in FnTymnlogv 266:460480 n996^V Thosc comparisons rcsuWng 
m a BLAST score of 70 (or m some cases 90) or greater that did not encode known prot^ 
assembled into a consensus DNA sequence with the program *phnq)" (Phil Green, University of Washington, 
Seattle, Washington). The ccHisensus sequence obtained dierelipm is herein designated DNA55711. 
10 In light of an observed sequence homology between the DNA55711 consensus sequence and an EST 

sequence encompassed widun the Merck EST clone no. T6098 1 , the Merck EST clone T60M 1 was purchased 
and die cDNA msert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of Ihis cDNA insert is shown in Figure 102 and is herein designated DNA56860-1510. 

The full leogth clone shown in Figure 102 contained a single open reading frame with an ^iparent 
15 transUtional initiation site at nucleotide positions 78-80 and ending at the stop c^^ 

909-911 (Figure 102; SEQ ID NO:168). The predicted polypeptide precursor is 277 amino acids \<mg, has a 
calculated molecular wei^ of approximately 31,416 daltons and an estimated pl of approximately 8.88. 
Analysis of the full-lengih PROl 180 sequence shown in Figure 103 (SEQ ID NO: 169) evidences die presence 
of tbt following: a signal peptide firom about amino acid 1 to about amino acid 23, a leucine zipper pattern 
20 sequence from about amino acid 10 to about amino acid 3 1 , and potential N-myristolation sited from about amino 
acid 64 to about amino acid 69, from about amino acid 78 to about amino acid 83. firom about amino acid 80 
to about amino acid 85, fitmi abcmt amino acid 91 to about amino acid 96 and from about amino add 201 to 

ibSiTaminolfccid 206:~aOTirDN« 

assigned ATCC deposit no. 2099S2. 
25 Analysis of the amino acid sequence of the fulHength PROl 180 polypeptide suggests that it possesses 

sequence shnilarity to the mediyltransferase family of proteins. More specitically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some degree of homology between the PROl 180 amino acid 
sequence and the followmg Dayhoff sequences, MTCI65_14. D69267, YH09_YEAST, BIOC^SERMA, 
ATA<:X)0448415T1D16.16. SHGCPIR_18, SPBC3B9J, AB009504_14. Pmi9T7 and A69952. 

30 

EXAMPLE 44: Isolation of cDNA clones Encoding Hum an PROl 134 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
duster sequence from die Incyte database, designated 7511. This EST cluster sequence was then conqjared to 
a variety of e3q>ressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and 
35 a pruprieiaiy EST DNA database (Ufeseq* Lacyte Riarmaoeuticals, Palo Alto, CA) to identify existing 
homolo^. The honoology search was performed using die computer program BLAST or BLAST2 (Altshul 
ct al., MPthnrfj^ in RfiT vmolo^ 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or 
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in some cases 90) or greater that did iiot encode known proteins were clustered and assembled into a consensus 
DNA sequence with the program "phn^" (Phil Green. University of Washiiigcon, Seatde, Washington). The 
consensus sequence obtained therefrom is herein designated DNA5S72S. Two proprietaiy Genentech EST 
sequences were en^)ioyed in the assembly and are shown in Figure 106 (S£Q ID NO: 172) and Figure 107 (SEQ 
IDNO:173). 

S In ligjit of an observed sequence homology between the DNA5572S consensus sequence and an EST 

sequence encompassed within the Merck EST clone no. H94897, the Merck EST clone H94897 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insen encoded a fuU-length protein; 
The sequence of this cDNA insert is shown in Figure 106 and is herein designated as DNA56865-1491. 

Clone DNA5686S-1491 contains a single open reading ^rame with an qq>arent translational initiation 

10 site at nucleotide positions 153-155 and eixling at the stop codon at nucleotide positions 1266-1268 (Figure 104). 
The predicted polypeptide precursor is 371 amino acids long (Figure 105). The M-lengdi PROl 134 protein 
shown in Figure 105 has an estimated inolecular weight ofabout 41 «935daltoiis and a pi of about 9.58. Analysis 
of the full-lengdi PROl 134 sequence shown in Figure 105 (SEQ ID NO: 171) evidences the presence of the 
foUowix^: a signal peptide from about amino add 1 to about amino acid 23, potential N-glycosylation sites from 

IS about amino acid 103 to about amino acid 106, from about amino acid 249 to about amino acid 252 and from 
about amino acid 257 to about amino acid 260, and an amino acid block having homology to tyrosinase CuA- 
binding region proteins from about amino acid 280 to about amino acid 306. Clone DNA56865-1491 has been 
deposited with ATCC on June 23* 1998 and is assigned ATCC deposit no. 203022. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 

20 alignment analysis of the full*lengdi sequence shown in Figure 105 (SEQ ID NO: 171), evidenced significant 
homology between the PROl 134 amino acid sequence and the following Dayhoff sequences: F20P5_18, 
AC002396JO, S47847, C64146. GSPA_BACSU, P_W10564, RFAI^ECOLI, Y258^HAEIN, RFAJ^SALTY 
and P_R32985. 

25 EXAMPLE 45: Isola^ioq pf cD^A clones Encoding ffuman PRQg?0 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
chister sequence from the Incytedatabase, designated 20251. This EST cluster sequence was dien conqiared to 
a varies of expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and 
a proprietary EST DNA database (LiFESEQf^, hicyte Pharmaceuticals, Palo Alto, CA) to identiiy existing 

30 homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al.. Methods in Eragvmologv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or 
in some cases 90) or greater that did not encode known proteins were clustered and assembled into a consensus 
DNA sequence with die program "phrap* (Phil Green, University of Washington, Seatde, Washington). The 
consensus sequence obtairted therefrom is herein designated DNA55733. 

35 In light of an observed sequence homology between the DNA55733 consensus sequence aixl an EST 

sequence encompassed within the Merck EST done no. H78534, the Merck EST clone H78534 was pim:hased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
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The sequence of this cDNA insert is shown m Figure 108 and is hereto designated as DNA56866-1342. 

Clone DNA56866-1342 contains a smgle open reading frame with an aw"«nt tramlatio!nal initiation 
site at nucleotide positions 154-156 and ending at the stc^ codon at nucleotide positions 415-417 (Figure 108). 
TTiepredictedpolypeptidcprecursoris87amhK)addsIong The fuU-lcngthPRO830protcm shown 

to Figure 109 has an estimated molecular wdght of about 9^2 daltons and a pi of a^ Analysisof the 
5 M-length PRO830 sequence shown to Figure 109 (SEQ ID NO: 175) evidences the presence of the foUowing: 
a signal peptide from about amino acid 1 to about ammo acid 33, potential N-myristoyiation sites from about 
amino acid 2 to abom amino acid 7 and from abom amino acid 8 to abom amino ac^ 

of proteins homology block from about amino acid 23 to about amino acid 39. Clone UNQ470 (DNA56866- 
1342) has been deposited with ATCC m June 22, 1998 and is assigiied AT^^ 
10 An analysis of the Dajiioff database (version 35.45 SwissProt 35), ustog a WU-BLAST.2 sequence 

alignment analysis of the full-length sequence shown to Figure 109 (SEQ ID NO: 175), evidenced significant 
homology between die PRO830 amino acid sequence and the foUowtog Dayhofif sequences: HSU88154_1, 
HSU88153J, SAPKSGENEJ, HPU3179L5, GGCN0T2_.l, CPU91421_1, CHKESTPC09_1 , P(ja769, 
U97553J79andB60095. 

15 

EXAMPLE 46: Illation of cDNA clones Encoding Human PRQl 1 ^5 

Use of die signal sequence algorithm described in Example 3 above allowed identifrcation of an EST 
cluster sequence from the UFESECJ* database, designated Incyte EST cluster sequence no. 165008. This EST 
chistcr sequence was (bsa compared to a variety of e:q>ressed sequence tag (EST) databases which tochided 

20 pubUc ECT databases (e.g., GcnBank) and a proprietary EST DNA database (LIFESEQ^. Incyte 
Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was performed usu^ 
thecomputerprogramBLASTorBLAST2(Altshulctal.. M^rhnd^ in Eimmiology 266:460-480 ( 1996)). Those 
conq>arisons resulting to a BLSST score of 70-(drto some caser90)-or-grcater diat did not encode 1^^ 
proteins were clustered and assembled into a consensus DNA sequence witii die program 'phrap" (Phil Green, 

25 University of Washington. SeatUe, Washii^ton). The consensus sequence obtained therefrom is hereto 
designated DKA55726. 

In U^t of an observed sequence homology between the DNA55726 consensus sequence and an EST 
sequence encompassed withto the Merck EST clone no. R75784, die Merck EST clone R75784 was purchased 
and die cDNA insert was obtatoed and sequenced. It was found dial diis insert encoded a full-lengdi protcto. 

30 The sequence of diis cDNA insert is shown to Figure 1 1 1 and is hereto designated as DNA56868-1478. 

The fuU Icngdi clone shown to Figure 110 contamed a single open reading frame widi an q>parent 
translanonal initiation site at nucleotide positions 189-191 and endtog at die stop codon found at nucleotide 
positions 1524-1526 (Figure 110; SEQ ID NO:176). The predicted polypeptide precursor (Figure 111, SEQ 
ID NO: 177) is 445 amtoo acids long. PR01115 has a calculated molecular weight of proximately 50,533 

35 Daltons and an estimated pl of aq?proxtoiately 8.26. Additional features toclude a signal peptide at about anuno 
acids 1-20; potential N-glycosylation sites at about amino acids 204-207, 295-298, and 313-316; and putative 
transmembrane domams at about amtoo acids 35-54, 75-97, 126-146, 185-204, 333-350. and 353-371. 
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An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 1 1 1 (SEQ ID NO: 177), evidenced some amino 
acid sequence idendty between the PR01115 amino acid sequence and the following Dayhoff sequences: 
AF053947_79. S73698, CEC47A10_4, CC0MTNDS5G_1, HS4LMP2AC_1, LMP2_EBV, PA24_MOUSE, 
HCU3333L7. P-W05508, and AF002273_L 
5 Clone DNA56868-1478 was deposited with the ATCC on June 23, 1998 and is assigned ATCC deposit 

no. 203024.. 

EXAMPLE 47: Isolation of cDNA clones Encodme Human f1 tf}lZP 

A consensus DN A sequence was assembled relative to other ESTs using repeated cycles of BLAST and 
10 the program ''pbrap" as described in Example 1 above. One or more of the ESTs from the assembly was 
derived from diseased coronary arteiy tissue. The consensus sequence obtained is designated herein as 
-DNA49434". 

In light of an observed sequence homology between the DNA49434 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 3042605, the Incyte EST clone 3042605 was purchased 
15 and the cDNA insert was obtained and sequenced. It was found that this msen encoded a fiill-lei^gtb protein. 
The sequence of this cDNA insen is shown in Figure 112 (SEQ ID NO:178). 

Clone DNA56869-1545 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 188-190, and an qjpareht stop codon at nucleotide positions 2222-2224 (Figure 112). 
The predicted polypeptide precursor is 678 amino acids long (Figure 1 13). The full-length PR01277 protein 
20 shown in Figure 1 13 has an estimated molecular weight of about 73,930 daltons and a pi of about 9.48. 
Additional feamres include a signal peptide at about amino acids 1-26; a transmembrane domain at about amtno 
acids 181-200, and potential N-glycosylation sites a about amino acids 390-393 and 520-523. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), usmg a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 113 (SEQ ID NO: 179), revealed significant 
25 homology between the PR01277 amino acid sequence and Dayhoff sequence no AF012252_1. Homologywas 
also found between the PR01277 amino acid sequence and the following Dayhoff sequences: AF006740_1, 
CA36_HUMAN, HSU1_1, HUMCX)L7A1X_1, CAH^HUMAN. MMZ78163^1, CAMA^CHICX, 
HSU69263_1, YNX3_.CAEEL, and MMRNAM3_1. 

Clone DNA56869-1545 has been deposited with ATCC and is assigned ATCC deposit no. 203161. 

30 

EXAMPLE 48: Isolation of cDNA Clones Encodinp Human PR0113S 

A consensus DNA sequence was assembled relative to c^er EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA52767. Based on the DNA52767 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
35 the sequence of mterest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01135. 
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In order to screen several libraries for a source of a full-length clone, DNA from the tibiarks was 
screenedbyPCRamplificationwithPCRprimerpairsprq)a^ Aposidve 
liTiraiy was then used to isolate dones encoding Ac PR01135 geM 
thePCRprimeis. RNAforconstnictionofthecDNAhTirarieswasisolatedfnm 

muscle tissue (LIB309)- The cDNA libraries used to isolate the cDNA clones were constructed by standard 
methods using commercially available reagents such as those from Invitrogen, San Diego, CA. The cDNA was 
primed with oligodTcontaming a Nod site. Imked with blunt to Sail bemikmased adiqrtors, cleaved widi Nod, 
sized appropriately by gel electrophoresis . and cloned in a defined orientation mto a suitable clomng vector (such 
as pRKB or pRKD; pRK5B is a precursor of pRKSD that does not contam the Sffl site; see, Hohnes et al.. 
Science. ?53: 1278-1280 (1991)) m the unique Xhol and Nod sites. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01135 [herein designated as DNA56870-1492] (SEQ ID NO: 180) and the derived protein sequence for 
PR01135. 

The entire nucleotide sequence of DNA56870-1492 is shown in Figure 1 14 (SEQ ID NO: 180). Qont 
DNA56870-1492 contains a single open reading frame widi an apparent translational initiation site at nucleotide 
15 positions 62-64 and endh^ at the stop codon at nucleotide positions 1685-1687 (Figure 114). The predicted 
polypeptide precursor is 541 amino acids long (Figure 115). The full-lengtfi PROl 135 protein sdiown m Figure 
115 has an estimated molecular weight of about 60.335 daltons and a pi of about 5.26. Analysis of die full- 
length PROl 135 sequence shown in Figure 1 15 (SEQ ID NO: 181) evidences die presence of die following: a 
signal peptide from about amino acid 1 to about aino acid 21 , potential N-glycosylation sited from about amino 
20 acid 53 to about ammo acid 56. from about amino acid 75 to about amino acid 78. from about ammo acid 252 
to about amino acid 255 and from about ammo acid 413 to about amino acid 4 1 6 and an amino acid block having 
homology to glycosyl hydrolase famUy 35 proteins from about amino acid 399 to about amino acid 414. Clone 
— — DNA56870^1492 teas been deposited witii ATCC on June-2.~1998 and i^ 

Analysis of the amino acid sequence of the fiill-lengtii PROl 135 polypeptide suggests diat it possesses 
25 significant sequence similarity to die alpha 1 ,2-maraiosidase protein, thereby indicating tiutt PROl 135 may be 
a novel mannosidase. More specifically, an analysis of die Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between die PROl 135 amino acid sequence and die followii^ Dayhoff 
sequences. DMC86E4J. D86967J, SPAC23AL4. YH04_YEAST,B54408.SSMAN9MAN_1, CEZC410_4. 
S61631 and MSU14190J. 

30 

HXAMPLE 49: Tst>1arion of cDNA Clones E ncoding Human PROl 1 14 

A cDN A sequence isolated m die amylase screen described in Example 2 above was found, by die WU- 
BLAST-2 sequence alignment computer program, to have certain sequence identity to odicr known interferon 
receptors. This cDNA sequence is herem designated DNA48466 and is shown in Figure 1 18 (SEQ ID NO: 184). 
35 Based on die sequence identity, probes were generated from die sequence of die DNA48466 molecule and used 
to screen a human breast carconoma library (LIB135) prepared as described in paragr^ 1 of Exanqile 2 above. 
The cloning vector was pRK5B (pRK5B is a precursor of pRK5D diat does not contain die Sfil site; sec, Hohnes 
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et a].. Science. 2^:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

The oligonucleotide probes employed were as follows: 
forward PGR primer 5*-AGGCTTCGCTGCGACTAGACCTC-3* (SEQ ID NO: 185) 
reverse PGR primer 5*-CCAGGTCGGGTAAGGATGGTTGAG-3* (SEQ ID N0:18© 
hybridization probe 

5 5'-TTTCTACGCATTGATTCCATGTTTGCTCACAGATGAACT (SEQ ID N0:187) 

A full length clone was id^tified that contained a single open readu^ frame with an apparrat 
translational initiation site at nucleotide positions 250-252, and a stop signal at nucleotide positioQS 1 183-1 185 
(Hgure 116, SEQ ID NO:182). The predicted polypq>tide precursor is 311 amino acids long, has a calculated 
molecular weight of approximately 35,(^76 daltons and an estimated pi of iq>proximately 5.04. Analysis of die 

10 full-length PROl 1 14 interferon receptor sequence shown in Figure 1 17 (SEQ ID NO: 183) evidences the presence 
of the foUowmg: a signal pepdde from about amino acid 1 to abom amino add 29, a transmembrane domain 
irom about amino acid 230 to about amino acid 255, potential N-glycosylation sites from about amino acid 40 
to about amino acid 43 and from about amino acid 134 to about amino acid 137, an amino acid sequence blocic 
having homology to tissue factor proteins from about amino acid 92 to about amino acid 1 19 and an amino acid 

15 sequence block having homology to integrin alpha chain proteins from about amino acid 232 to about amino acid 
262. Clone DNA57033-1403 has been deposited with ATCC on May 27. 1998 and is assigned ATCC deposit 
no. 209905. 

An analysis of the Dayhofr database (version 35.45 SwtssProt 35), using a WU-BLAST-2 sequence 
alignment analysis of die full-length sequence shown in Figure 1 17 (SEQ ID NO: 183), evidenced significant 
20 homology between the PROl 1 14 interferon receptor amino acid sequence and the following Dayho^ sequences: 
G01418, INRl_MOUSE, P_R71035, INGS_HUMAN, A26595_l, A26593_l, 156215 and TF_HUMAN. 

pXAMpUgy): Isolation of cDNA Clones Encoding Human PRQ828 

A consensus DNA sequence was identified using the method described in Exanq>le 1 above. This 
25 consensus sequence is herein designated DNA35717. Based on the DNA35717 consensus sequence, 

oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained the sequence of interest, 

and 2) fcxr use as probes to isolate a clone of the full-length coding sequence for PR0828. 
PCR primers (forward and reverse) were syndiesized: 

forward PGR primer 5'-GCAGGACTTCTACGACTTCAACjGC-3' (SEQ ID NO: 190); and 
30 reverse PCR primer 5*-AGTCTGGGCCAGGTACTTGAAGGC-3' (SEQ ID NO: 191). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35717 

sequence which had the following nucleotide sequence: 

hybridization probe 

5'-CAACATCC(KXkK:AAACTGGTGTCGCTGGAGAAGTACCGCGGATCC}GTGT-3' (SEQ ID NO: 192) 
35 In order to screen several libraries for a source of a full-length clone, DNA from die libraries was 

screened by PCR anq>lifkation with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR0828 gene usmg the probe oligonucleotide and one of the PCR pnmers. RNA 
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for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB25). 

DNA sequencii^ of the clones isolated as described above gave the full-length DNA sequence for 
PR0828 [heiem designated as DNA57Q37-1444] (SEQ ID NO: 188) and the derived protein sequme for 
PR0828. 

The entne nucleotide sequence of DNA57037-1444 is shown m Figure 1 19 <S£Q ID NO: 188). Clone 
5 DNAS7037-1444 contains a smgle open reading frame with an s^^parent translational initiation site at nudeodde 
positions 34-36 and ending at the stop codon at nucleodde positions 595-597 (Figure 119). The predicted 
polypeptide precursor is 187 amino adds long (Figure 120). The foU-lengdi PR0828 protein shown m Rgure 
120 has an esthnated molecular weight of about 20»996 daltons and a pi of about 8.62. Analysis of the full- 
length PR0828 sequeiK» shown m Figure 120 (SEQ ID NO:189) evidences the presence of the followh^: a 

10 signal peptide at about amino acids 1- 21; sequence identity to glutathione peroxidases signature 2 at about 
amino acids 82-89; sequence identity to glutathione peroxidases seienocysteine proteins at about amino adds 35- 
60, 63-100, 107-134. and 138-159. Clone DNA57037-1444 has been deposited with ATCC on May 27. 1998, 
and is assigned ATCC deposit no. 209903. 

Analysis of the amino add sequence of the fuU-lengdi PR0828 polypeptide suggests diat it possesses 

15 significant sequence similarly to glutathione peroxidases, thereby indicating that PR0828 may be a novd 
peroxidase enzyme. More ^)ecifically. an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced sequence idemity between the PR0828 amino acid sequence and the following Dayhoff sequences: 
AF053311_1, CELT09A12_2, AC004151_3, BTUE_ECOU, CER05H10_3. P_P80918. PWU88907J, and 
P W22308. 

20 

EXAMPLE 51: Isolation of cDNA clones Encodme Human PRO1009 

A cDNA clone (DNA57 129- 1413) encoding a native human PRO1009 polypeptide was identified by 
the use o f a yea st scre en, in a human SK- Lu-i adenocarcinom a cell line cDNA library that preferentially 

represents die 5' ends of the primary cDNA clones. First SEQ ID NO: 1^ (Figure 123) was identified, which 
25 was extended by alignments to other EST sequences to form a consensus sequence. Oligonucleotide probes 

based vpoa the consensus sequence were synthesized and used to screen the cDN A library which gave rise to 

the ftiU-leiigdi DNA57129-1413 done. 

The full length DNA57I29-1413 clone shown in Figure 121 contained a single open reading fiame with 

an apparent translational initiation site at nucleotide positions 41-43 and ending at the stop codon found at 
30 micleotide positions 1886-1888 (Figure 121; SEQ ID NO:193). The predicted polypeptide precursor (Figure 

122. SEQ ID NO: 194) is 615 amino acids long. Figure 122 also shows the approximate locations of the signal 

sequence, transmembrane domains, myristoylation sites, a glycosylation site and an AMP-bindiiig domain. 

PRO1009 has a calculated molecular weight of approximately 68,125 daltons and an estimated pl of 

approximately 7.82. Clone DNA57129- 1413 has been deposited with ATCC and is assigned ATCC deposit no. 
33 209977. It is ur>derstood that the deposited clone has the actual and correct sequence arid that the repress 

herein may have minor, normal sequencing errors. 
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Based on a WU-BLAST-2 sequence alignment analysis (using the ALIGN computer program) of the 
full-length sequence, PRO1009 shows amino add sequence identity to at least tiic following proteins which were 
designated in a Dayhoff database as foUows: F69893, CEF28F8_2, BSY13917_7, BSY13917^7, D69187, 
D69649. XCRPFBJ, E64928, YDID_ECOU. BNACSFSJ and RPU75363_2. 

5 EXAMPLE 52: Isolation of cDNA Clones Encoding H\^na^ PRQiq07 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in £xanq>le 1 above. This consensus sequence is berem designated as DNA4067L 

In light of an observed sequence homology between the DNA40671 consensus sequence and an EST 
sequence enconq^asscd widiin the Merck EST clone no. T70513, the Merck EST clcmc T70513 was purchased 
10 and die cDN A insert was obtamed and sequenced. It was found that this insert encoded a fiill-lengdi protein. 
The sequence of this cDNA insert is shown m Hgure 124. 

The entire nucleotide sequence of DNA5769a-1374 is shown in Figure 124 (SEQ ID NO: 196). Clone 
DNA57690-1374 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 16-18 and ending at the stop codon at nucleotide positions 1054-1056 (Figure 124). The predicted 
15 polypeptide precursor is 346 amino acids long (Figure 125). The full-lengdi PRO1007 protein shown in Figure 
125 has an estimated molecular weight of about 35.971 daltons and a pl of about 8. 17. Clone DNA57690-1374 
has beai deposited with the ATCC on June 9, 1998. Regardmg the sequence, it is understood that the deposited 
clone contains die actual sequence, and the sequences provided herein are based on known sequencing 
techniques. The representative figures herein diow the representative numbering. 
20 Analysis of die amino acid sequence of tiie ftdl-length PRO1007 polypeptide suggests that portions of 

it possess sequence identity to MAGPIAP, diereby indicating tiiat PRO1007 may be a novel member of die 
family to which MAGPIAP belongs. . 

StiU analyzing die amino acid sequence of SEQ ID NO: 197, die putative signal peptide is at about amino 
acids 1-30 of SEQ ID NO: 197. The transmembrane domain is at amino acids 325-346 of SEQ ID NO: 197. N- 
25 glycosylation sites are at about amino acids 118-121, 129-132. 163-166, 176-179, 183-186 and 227-130 of SEQ 
ID NO: 197. Ly-6/u-Par domain protein homdogy is lU about amino acids 17-36 and 209-222 of SEQ ID 
NO:197. The corresponding nucleotides of die amino acids presented herein can be routinely determined given 
die sequences provided herein. 

30 EXAMPLE 53: Isolation of cDNA clones E ncoding Human PRO 1056 

Use of die signal sequence algorithm described in Example 3 above allowed identification of an EST 
chister sequence from die Incyie database, designated herein as 6425, This EST cluster sequence was dien 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
GcnBank) and a proprietary EST DNA database (Lifeseq*, Incyte Pharmaceuticals, Palo Alto, CA) to identify 

35 existing homologies. The homology search was performed using die computer program BLAST or BLAST2 
(Altshul et al.. Methods in Enzvmoloev 266:46^480 (1996)). Those comparisons resulting in a BLAST score 
of 70 (or m some cases 90) or greater diat did not encode known proteins were clustered and assembled into a 
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